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v^U^Cj - 6 7**-**; (8) Sm$4n.Tv.r*>J:v^C2 - s 

O) Anyvf^ tKDt'/Jt, 7?/i> -hns, ->7;i, Aorwt^t 

v>T*>iV>Ci - 6 T)V*)\<^ */-XI*S>-Ci - 6 7^^-75/S. Ce - i 
4 7 €/-Xliy-CB- i 4 7>J-;V-7?/i, C a - • *s9 °T* 

Ci - 6 7;v^->i> Ci - e 7^*->-Ci - e 7*3*->i, Ci - e rn> 

Ci - 6 7*****7 <f-^ Ci - 6 7^^^** = **, ^^Z" 

MtSnt^TUv^^^->^ *^'f^i> ^fr */-x 
tiv-d - 6 7***-**'^*^ ^/-Xl±y-Ce- i 4 7'J-*-*J^ 

**** ^V7T^)VS, ^/-Xtiv-Ci - 6 ™**-**Jt^**J£ 
*;-X&V-C6 - i 4 T'J-A'-^A'7T*'f >u**»featf*t* l4v»L3fiO» 

itf^n-cv>-cu^c 6 - i 4 7'j-**; do) ™*r>m=f-. fcKnj-vj. 

7 5 7* ifn», ->7;*, /Nny>ftS*iTv»Ti*v»Ci - e 7***«> */ 
-Xtt5>-Ci - 6 7)V*^-7 5/i, Ce - i 4 7'J-^S, */-Xliv-Ce - 
, , 7 ii-;v- 7 ?yg, Cs - a '✓>nr****, Ci - e 7^3 + v^ Ci - 6 
7* 3 +*-Ci - e 7)V^vi, Ci - e 7*+****, Ci - 6 7M;v^V7 
Ci - e 7;v*****-*3K xxr;Hb§«v>tUv^;v*^y^* 
, *;w^^^ */-3U±v-Ci - e 7***-**'^ 

ivm *;-x\*v-ct - i 4 tv-*-* we**'*, x*-7T*4*m. 

XliV-Ci - 6 7;K;v-^^77€'f^W^^-Xli> ; -C6 - i 4 7')-*- 

7 y (id />ny>i?, kkb^ 75;i, - b n*, v7/» 

7US, Ce-M 7')-**. *7-XI±v-Co- i 4 7'J-*-7?/J, Cs 
- 8 y)DT^^ Ci - e 7*3***, Ci - 6 7J^ipy-Ci - 6 7)^* 
Ci - e 7***^*»> Ci - e 7*****7 4-**. Ci - 6 7**** 

;t*rMt$*LTv>Tfc*v>#***->**> **/«-f*i, 

*4;w£ s */-Xtt5>-Ci - e 7***-**'<*4**- *y-Xtt^-Ce - i 
4 7 i;_/|,_* 4 *& N 7^7 7*^^ * / -}U±v- C i - 6 7***~* 
^ 77 ^ -JLitV-C* - i 4 7'J-A'-^*7 7*'f/I'S*«>ltfJl4 

v>Ci - e 7****, */-X»±^-Ci - 6 7)V^-7?7I, Ce - i 4 7 'J - 
*y-X«^-C. - i 4 7V-*-75/3k Cs - a y?D7H^ Ci 
_ 6 7 )V^->i, Ci - 6 7*a*V-Ci - 6 7^ + yi, Ci - 6 
* Ci - 6 7;^W)V7^^S. Ci - 6 7******-*«> ^tmii 
Tv»rfc J: v>* #;w**4**. *■* **> *y-X«^-£ 

, _ 6 7***-**/^**. */-Xi±v-Ce - i 4 7')-^-*^^f 
^)V77^^ *7-Xi±y-Ci - e 7;^*-^7r^W^-X 
liV-Ce - i 4 TV-*- x*7T*4 ***<b»tf*L* 1 &v>L31!Ogm*-<?S& 
**t-Cv»T*J:v»«*«* ($fSL<i±7-;;K *.x=*, \>?*/V* ; jf- 7 

•/•;*, ***vj*) ; (13) *y-X»^-Ci - e 7^-7?^*; <w * 
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/-Xliy-Ce- i 4 7'J-*-7 5/i; (15) -t^ C 7 - i 6 77^ 
;i/-7S/«; (16) N-Ci - e 7*+*-N-C6 - l 4 7U-V--75/*; (17 
) N-Ci - e 7^-N-Ct - i 6 77^-75/1; (18) Cs-sv)o 

T)v*)vm; (19) i»s*iTv>tt iv»Ci - 6 7*3*v« ; (20)Ci- 6 t;v* 

(21) Ci-e7fl'W*7'f-JI'*; (22) Ci - 6 T)V*)V*fr*-)\< 
£; (23) x^f*ftStfCV>TUv>**^fJI^; (24) Ci-6 7^-*^ 
#-^36; (25) C 3 - a S/^OTH^-***-**; (26) Ce - 1 4 7'J-*- 

tj;w-k~;v*; (27) T^w^-oi'g; (28) f**Mt^f)H; (29) ^ez-xti^ 

-Ci - e 7 We***'* (30) *^-Xtty-Ce - i 4 7')-*-** 

zt^A*; (3D *y-xt±v>-5&v>L7M^#^-#'W^;v3£; (32) 
r****; (33) ^y-xi±v-Ci - e 7^^-^^77^-f (34)^- 

Xi±v-Ce-i 4 7 1 J-;V-X;l/7T^-f itZif>bm\tiXh l^L5fl^)fft 

[C3- 8 y^n7^ij , res - i 4 T'j-intJ . rc 7 -i 6 77^i 
j , r%»3»j > r«*a**^*J . rc 6 - 1 4 7y-*****J . JCt- i 
6 77^mvsj , nwst***J , rc 6 - x 4 t';-****j rc 

[0 0 2 3] , 

) «jfc*;rVCV>-Cfc JV>Ci - e 7to*fr&\ (2) tt&£*L-rv>T& iV>C 2 - 6 7* 
>5r-;l/S; (3) WSft-CV^t fV'Ci - e 7**=** I (4) «fc$*fCV»-C & J: 

^C3- 8 v?D7mi; (5) i^$fttv>tu^C6- i 4 7'J-)H; (6) 

ft$Ji-CV^tJ:^Ci-6 7JV3 + yi; (7) «8*iTV»tttv»7*/^*; (8 

) w*itrv»rtJ:v»*3iHi* (4f4L(ii7^K tf'jv^. 

f. 7 -/'jj/, **-9-vj>i>) ; O) ^77^**; do) ^e/ -Xt±v-c i - 
e 7/u**-^7T*-fJH; (ID */-Xt*v-C6- i 4 7'J-;v-x;v7 7je 

4 i * 2 i^fM-et^^^tv^ uv^7?y 

f^y-A ****** f77'Jv>< 

-COR 2 , -CO-OR 2 . -SO2 R 2 , -SOR\ -PO(OR 2 )(OR 3 K -CO- 
NR 2a R 3a #.(7-CS-NR 2a R 3a R 2 i3 <fc<7R 3 l±. R-ifcllRior 

L R 2a jsitfR 33 tt. B-*fttt*4ff, «fc**i-cv»-c«> *v»lfcft* 

*»4fctt«*$*trv»rfeJ:v»tt*Jia64:^i-^ R 2a i3<fcl7R 3a ti. 

1 L 2 i©AfnS?i^tLTV>t *> J: v> 5 L 7 *0#M*»5>W , **f ?>ft 
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tf^'j-^v, tr^v^ ft*;v*r/, fT'/'J^'A 

, Ce - 14 T>;-;V*> C? - l 6 + 
[0 0 2 6] 

; ft*/*^**; Ci-e I Ci - a 7^3*y-*^*-^ 

C 3 - 8 '✓?n7*+A'-#A'#-/H ; Ce - i 4 TV ; C 7 

- i e t?***-**^*! ; C 6 - i 4 7';-^*y-*^^« ; C? - i 

t;-X(±y-C6 - i 4 t'J-*-*^*^ ; */-xi±v-C3 - 8 V^DT 
;i/^;i/-*;v/^-r;uS ; */-X(iv-C 7 - i e 77^;v-*^^ Ci 
- 6 7^x**=A'3l;-hn3l'el*SftTv»T4J;v>c« - i 4 7U-*x** 
; *a*tt*ft-* a**-** ; c i - e 7^w^7i ; c e - i 4 r 

tj-;V^;V7 4 — t> /W** -i ; ^77 *W ; ^ -Xti'^-C l - 

6 7Mfl'-^)i'7r ; E^^; *y-X»i^-Ce - i 4 7'J-^-^77^JH 
; ^y-X(±v-C7 - i g 75^^)V-^^7r ; E'f ; &i:*7) s i£lf bti&o 
[0 0 2 7] 

laTfc* (I) iJi^ (I* ) «fo4HB^5fe«»=°''^#*"^*o 
8 yjn7J^*i, (0L Ce - i 4 7'J-^I) . 

^7f-;K fx-jv^ f7 > /VK m7 i ;^ <txtrvv*. 

> ^ =. ;l/ & fc'tfs m if h tl %> o 

kx^mzfrzwmi^ &i t < \*&mmMtim& («. ce - 1 4 7-j-^i) -c 

§^i:tf4L<f±7x-;vt**4o 
6 r;i/^;v*; Ce - 1 4 t b*n#->*; c 3 - s ->?d7^*^, 

y>ft?^tv>Tt iv^Ci - e 7^3*^*4^*^**^* 1 4v»L3*Olll* , C 
«JfcS*rcwcfc iv^Ci - 1 0 7^3*'>*;a*iHt*f* (ff$L<lirf7t K 
ntf7^;v**~» ; C? - 1 e 79*****->* ; #A"K*->A/3k; Ci-e T)V* 
)v^=.)v& ; Ce - 1 4 tv ->i/-*A'#— >m ; &£"C-&& 0 

[0 0 2 8] 

atA^^atA 1 rati fci-cii, «jttf3Sf#ifefc'ffc**. 

; jBabsciftfl:**. ft^mmmm* wmtmwtmi h*iz 0 

>, 7tt7fl/V4Jf#*»f?)fl4. 
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f . b ^. / _ ;1/N -f; rA *^V'J>, ^>^7^ 
V ^^/fT-Z-JK ^^X^f5^/-)K r/K-^ 1H- 

lH-eno [2, 3-b] lf9*>, 1 H - tfn n fcf -J v lH--f 

5^vtru^>> HJirA ^w^^ ^wttvt 

v- ;v & if hti&o 

^n/o «>?b^'a ->y-D^v*>, S/*u^7*> % ->*n* 

lf->^n [2. 2. 1] ^>*° [2. 2. 2] 

[3 2 1] *99>* tf->^0 [3. 2. 2] fcfv^n [3. 3. 1] J 1- 

y ev^n [4 2 1] tfv^n [4. 3. 1] 7* t#*»f S>*t& 0 

War^xoffl^JtLTIi, jfc**3 ~ 1 0 D7H^> flUtf^n 

y^n7^*yi>^ri«tLtli, Jfc*8U - 1 0 o*/ir n r;v# 5>x>, «*. 
{£2, 2, 4->^^f/i^ 2, 5 - > * n^-fr v 

[0 0 2 9] „ 

JifBL£3tOfc7>-?*>> ^>-tf^ t'77-K ^7V-;K ***'/->K 77A 
ft7i>, t+ti^77-K b'J77-^, fh^^HK f'J?yy, "C>X-f * 

ii<iii-3ituv^uv>o ^ r*m*j fctn±> itriB re&£*vtv-c«>4 

g&£t4. ffSUli, Anyvl?, Ct-i a 77)^;H, Co- i 4 7 0-* 
S, Ci-10 7^3^yi< Cj-ie 7?***** J /i4W*i. 
SSAI±> «fi L<f4^-tf>-e2>£o 

SUA 1 14, UZ L < I4i£ : Ar-Xa- (B*tt*f3fcH****1-) -e^£*L£«&3£* 
[00321 

Xa45 4 tfXbttSHtLT, fcttiJRom^Stfnfc v» L5H<*>*^— 9— *^t, 
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10 0 3 3] 

(1) _ (ch 2 ) k- (k=l~50>SESfc) ; 

2 - (C H 2 ) k x -Q- (C H 2 ) - 2 - [kl*i Vk2ti«JLT0 r 4OlE 

(3) _ (C H 2 ) k4 -NR 4 CO- (CHi) ( k4i5 £.Xfk5\t%&$LLX0— 

30*SL *ok4+k5=0-3O»»*, R 4 t±frl3^|S!l:a*/Ti-) fctfWf**t*o 

Ci - e 7J^;v* (»*L<«\ Ci - e t****, C-n 7?M^*4fc) 
[0 0 3 4] 

(la) -CH 2 -CH 2 CH 2 -CH 2 CH 2 CH 2 - J 
(2a) _ 0 _ > _CH 2 -CH 2 C H 2 -OCH 2 -O-CH2 C 

H2 -> -O-CH2 CH 2 CH 2 - ; 

(2b) _ s _ % _CH 2 -CH2 C H 2 — S C H 2 -> -S-CH2 C 

H 2 -S-CH2 ch 2 ch 2 - ; 
(2c) -co-. -C0-CH2 - ; 

(2d) NK?ieCi-i7mi, C7-ieT7M^^C3-sy? 
nT^^^^^S^^SmS^-ett-e^L-CV^-C^ ivv -NH-CH2 -> -N 
H-CH2CH2-, -CH2 NH-ifcli-CH 2 -NH-CH2 CH2 - ; 

(3a) -CH2 -NH-CO- ; Kt'tfmfbfrZo 

la™ it uiis^ ; -o- ; - s- ; -CH2 - J -" c STiT£i i i£^i 7 

»MU^TUV-CH 2 NH- ; -OCH2 - ; — S C H 2 - ; NlWkC 
\?T*>*»**tVC, - i 6 77^^^!^^^^^^^"^ 
— NH — C H 2 -;-CH 2 C H 2 0-;-CH 2 C H 2 S-lNI^Pd -e 7* 
**S*J:tfC7- i e 7 5 ^^^5,ilf t L tv^T U C H 2 - 

ftli, »U<li-CH 2 -;-CH 2 CH2 -;-CO-CH2- ;-CH2CH 2 
CH , _ ; -0-CH2 CH2-;-S-CH 2 CH 2 -; -O-CH2 CH2 CH 2 - 
• -S-CH2 C H 2 C H 2 - ; NEWCa - 8 ^t?uTfl>*fr&&ZX>Ci - i 6 
' « J,******* *L*«Mfc***i*'*i* bTV*T Uv»-NH-CH 2 CH 2 -f 
fc ,i-CH 2 — NH — C H 2 C H 2 Xbli. $ h K*F* L < li- C H 2 - 

[0 0 3 6] 

Xct±0. S. SOf fcttStofc^U »* t < «0T*4o 
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[ft 8] 

<3C * 







U < I* 




[0 0 3 7 ] 

v?u^>*>, y*n^*^, *s9u^-f?» , ^**5~70 5/^nr>u^> <» 
L< , ± ^ h9H KD:79>> fc£054v»L7jM£3Sf*HW , fiF* 

1- 

[<b9] 




[0 0 3 8] 

lif >7^ Kn7 7 VT-^^o 
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[0 0 3 91 

10 0 4 0] 

* (I) K*SV>T, 

(i)5IA*»^>-e>-e*&fci. Ar^s*t*wtf^ii*> M ;->i'3£-c*<* 
( i "i i ) y^yx-jbht^^ £ *t & 5H ******* * < - 

[ 7 _(4_e7*- , ;/l')-J« K-/-l,2,3,4-th5t Kn-2-**V-3-*^ 'J 
[7 _( 4 _ t f 7i -ij^)> h^y-l,2,3,4-ff7KKa-2-3)-*y-3-^^ 'J >] 

[0 0 4 1] 

ffrs* (i) o«Kia*«t lti±> jaT©fls-fr*w**tf&ft*o 

6 _ x 4 T , J _ ;V/ ^; ^ Kn^vi; Cs - s y^nr^^^i, ^ny>fl:**tTv»T 

iwci - i o 7*3*->* (jfiUlifF7tFn^-K*y 
) ; c? - i 6 75**^**^*; #;w-K*->;i/& ; Ci - e 7^^^-*^^*-^* 
;C,. i 4 TV-*-***-**; tkZfrhmZtLt i~3«o*****l-cv»-c 
i±v^#»ft<bjc#* (»iL<i±C6 - i 4 7';-^*; t< (±7*-* 

) ; 

SjtAd 5 , AO^VI^, C 7 - i 6 77)^)^ Ce - i 4 7 'J-*** Ci - 1 o 
7^3^'>* % Cr-ie T7)V*fr** :: sm%Zfrbm*iXZ 1 ~3i@OgJfe*4r^rt 

],ij77-;K fh7y*-JK kf';5v>. ^'/X-fS/'/-*, * I S&fcft 

xa#. -o- ;-s-;-ch 2 -;-co-;-ch 2 o-;-ch 2 s- 

• NB^iCCi - 6 7;V^r;W*i3 iD-'C? - 1 6 7 9^^r;l'S^'bSt±*tL^S^ ; SrW 
LTV^Tfeiv^-CHz NH-;-OCH 2 -;-SCH 2 -; NJET-iKCi - 6 T)V 

^Sisjtfc? - i 6 7 L-cv»-cfe £v>-nh-c 

H 2 - ; -CH 2 C H 2 O- ; -CH 2 CH 2 S- I *fcttNK^-±fcCi - 6 7>Mr/U 
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-co- 

Xbrt s . - 
-O-CH 
H2 CH 2 

-CH 2 - 

Xc/$ s o ; 
Hbi 



7 _ j 6 TyJ^^^II^tftS^llt^tii^-CHz -NH 

ch 2 -;-ch2Ch 2 -;-co-ch 2 -;-ch 2 ch2CH2-; 
2 ch 2 -;-s-ch 2 ch 2 -;-o-ch 2 ch 2 ch 2 -;-s-c 

CH 2 - ; SfcttNK*±fcC« - 8 V^nTWSSitfC? - i 6 77 
e,aif*t4ft**t-€-*».-e'*t*L"Cv»T<> J:v»-NH-CH 8 CH 2 - tfcli 
NH-CH2CH2- (#4 t< li-CH 2 -) ; 




Xd^ ? CH2 ' fro 



[0 0 4 2] 

Kb 1 2 ] 



Ar' XaMf- 




(1-2) 



CH 2 COOH 



mB 2 ti5^v^L7M^t^i-o ] T?**>3*t4'fke* (^T> ft-fr* (1-2) kWiBi"* 

nrv^U^d - 6 r;v*;v3k uW-Ci - e t;v*;h»> c 
! _ 6 T****/nf-*T$>'-Ci - e r^***. ^ar/ftsftt:v»-cuv»c 

, _ 6 7rt^*v»> Cs - 1 4 T'J-A'*. Ce-H T 'J ->U**^»* * , r - 
1 6 7 5 ;v* + ->i^f>ilfn JUSS^ ^ ^ ^ Ltv^t t i v>7 x-;HS fc 
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, _ 6 7*3**** en ry-** c. - 1 4 T ,J -***^|t£2? r 

XaMi, »SKI±8^ "0-> -CH2 -0-. -CO-, -CONH N 
(C H 3 ) CH 2 -> -S-CH2 -> -C«C-*ifC**. W»c, -0-2 

J., »J. P TT Q /{)^$J* J L^O 

& o 

^(I-^iSitWBSO* (1-4) , (I-D d-3) C*»V»T, 

Hb i 3 ] 




[0 0 4 4] 

Ub i 4 ] 



Ar' 




A3 



(1-4) 



CH 2 COOH 



[55 (K Ar 2 i±g^^ttrv>-C*> fv^T^'J/Hi, 



Stt*ftv^tS»w. v ]"^*i*s*« <» t * (i_4) kB&i5i "^ 

Xa 2 (± #4L<t±-N (R 5 ) - (CH 2 ) m- $ fctt- S - (C H 2 ) m- (R tt 
**It4*/Stt:Ci - e T mf±0&v>L3Ogifc£/F7) «** 
•Ci-N (R 5 ) - (CHj) m-#iL^. , . 

[0 0 4 5] 
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8-[(2',6'-^>f'Vt*7x-;W3-^v)^ F**/]-2,3.4.5-f h9 K h n-i-A/'/** 
|5-[(2\6 , -V**>H£ , 7 h^v]-2,3-vk Kn-lH-f ✓ /H 

(6- 1 [3- (2-* f - *-l-7 7 * AO* > v * * VI -2, 3- v KKa >'/7 7 ^-3-4 
DM |4-[^A 7 2-lH-^f > K-)M-^)^^^^^Wt^»-2 ( 3-'^ KP-1- 
( 6 _ | [ 4 - > v * -»-2' , 6' - V ^f*^x= *-3-4 * b * v I -2, 3- v b n - 

( 6 .|[4'.(2-xh*^xh^-».2',6'-^f/l'^7x- ;V-3- 4 * b * v | -2, 3- v * 
KD-l-'<>77 7>-3-'f (**«7 2) ; 

(6- 1 [4- - (2-:c h^xh^^'.B'-y^^^xi ;U-3->f > b * ">1 -2, 3- v K 
Kn-i-/<y77 7^-3-^ /i/)B3ft*>i'v*A (ilffl7 3) 
(6-|[6-(^>v^^^^)-2'.6'-v>^;vvr7x-^-3-^ b*vl-2,3-Vfc Kn-i 

VV7 5 > -3- 'f >V) TO («« 7 5 ) o 

*»Wttf*&e*»«>a (i-D *L*ft**K uiira d-3) 

[ft 1 5 ] 




3 



CH 2 COOH 



Xb 1 tttt*^ 4 it * v> «— * , 

^B 2 (i5^v^t7Mm*^o ] -e&*>**t*ft#*4fctt*«>*a (»T, ft** (1-1 

zzx*. m*imiL<i±, (i) Aur/i?, (2)ci-ith*s, o) 

C, - 6 T^a* v*, (4) ^ny>^, Ci - e 7>u*>uifc»iCi - e 7*3* 
yti*S*itv»TU^C 6 -i4 7')-^ (5) C t -n7';-*t*y» 
itf (6) Ct - i 6 79^****V**»&*tf*t*«««**t"CV»"C* J:v^^-fe 
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litl 6] 




Xb 1 Mftt L< te&^X&Z, 
Xc 3 »±#£ t < tiOT'fe^o 
[0 0 4 7] 

Kb l 7 ] 




A 5 A« 



(1-3) 



CH 2 COOH 



mB 2 {i5&v>L7jlS!i£^1-° ] X-$it>ZtiZ>ft&®Z tztiZV& ft^t) (1-3 

C "C 

lit 1 8 ) 




[ft 1 9 ] 




II _JI 





IT 



N 



xhz> 0 

itmxm^bixzit&m (<it&® d) . ft^* d' ) > ft** d-i) : ^ 
® (1-2) , ft^% d-3) , it&® d-4) (omtLxa, wz.ti&m&, r 
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7 5V **** .v^E 

-5 ft A U-2 , ft** (1-3) . ft** *) 0*T, 

i*KJ6CJ:9*»Wft^fc**i-*ft*«* i "** , ^ Bt *2£5^V? : ? , i 

ft. <j VBMtStLfcft** *«»075/i^x^t/^Ht, 77 

= Wb. ^W5V***-Mb. <5-***-2-* + V-l. 

>_4-<r*> ^^>^v*-Mt» fh9KKn7?-*ft, tfD ?2J: > t2i^ 

7 ->Mb> 7**Mb, V>«ft. **«ft**ifcft*» 

*^r-fe^;Wb ;^5HMfc^ ^n/V-f^ft, tf/tn^Mb, Mb* 7^ 

^yxf^xxfMk, 7^Jy>iXfMl:. (5-***-2-**V-l. 3 v 
J Mb, ^*7?miifcft*W) :«WWW**t, 

■K^S/****** J^'K tert-T^ffci^Ci - s 7i^^itxxf Mt^fc 
ftJ^Stf* L<*v»6*i*. C*tfe©ft«tta#«0**C*^«»WflS«* 

6 ? ? + *»Wft^oVn K7 * £JII»0 H90$fl rBila D n<allflf& 1 * 7 « 
fllS»T63K*"l 9 8JCIClE«*nTV,*J:^ftM»*ft-C*»Wft*«K«ft 

[0 0 5 0] 

jRjB*+o*ft*«^ RlS*B#L4HR<K ****i" cv ;*5Si?' ?\ 

ft^uV (WiLtfT* (la) , da' ) , (lb) «0» Ob' ) «»tt*ft#* 

mSE# 2004-3057477 



mm 2004-139144 



^-v: 22/ 



(■fftWft** (la) . it&to (la* ) ^ ft** (lb) > ffrfrW (lb' ) t*-t) ) ti 



Mb 2 ol 



H Xc'-f D B J^Xd— COR" 



(II) 



(HI) 



(xei) 



(la) 



mt 




(lb) 



<Xg3A) 



(I«3B) 



^Xa 



(la 1 ) 




(lb') 



Xc 1 liOlfcliS*, Xc 2 (±SOS7tt±S0 2 *. R 1 M±«fc§*LTV»T*> 

sWuTv^-Cki^Ce - i o 7U— /I'*** — /l/**^* Ci - e 

Ci - e TJVn^vSiS.t^-bn^^Sfm^-KftS^ 1-3-li^rLTv^-Cfe 

*Vlk p-bA-x^**^**-^^] . 7v)i'*^-/l (#0: 
h- »; ^nnr-t b*v\ l-^JV^DT-bh^v) & ifj&^fbfr&o 
[0 0 5 2] 

<181>ft*t da) «\ * (ID "C&StLSft***:* (in) t?*S*t*fl:*W ( 
Ztl^Mt&W (ID ^ fll-fr* (HI) tB&-T) fc*rRjes**ifcKJ: , 3»jii-&ifc 

(i) L^KKD^yi^ (la) i±, (n) Mb** (in) 

(«*. If (Synthesis) > 1-271, l98 1#ftifKB«) 
CfcfcJ: »)8fit4ii:#tl4. iBEtli, <fb-&* (II) fcffc** (III) fc*. T 
'/y*^*^*^^ T'/^Jur/t^v^n^, l, 1' -(77f**# 

»7W*A'#*5/9- hgUsitf**^ ^rft^tiit^m (II) 1 

tBII# 2004-3057477 
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x;K ^7ix;vx-fjK fh7tKn77^ ( 1, 4-v*#-9">, 1, 2-^b 

•9->, ^*+>fc^0*^£<ffcfc9RS[; N, N-/7fM;H75 h\ N, N-*J*<f- 
^7-th7 5 b\ y ? by 7$ K&ifOTS KM ; ^no^> 

■fe b - b 'J yn \Z*=. b i; ;p^f(Oxi b y ; 7-t b >, b 

(ill) offi/sati, tefr* (II) Hr;wc*tU &0. 5~&5*;k ffSL 

tt»#-2 0-200 #4 L< « 0-10 OTDT'^^o 
[0 0 5 3] 

(i i) Ltfja**©**, da) t±, it&m (id tft^* (in) fctmafco 
mikriujj >)&m ; *awfc/*y tf^a^toamitr^n y ±«&K ; b y ?a. * 

^fSK7 5>i; h'jxf;i,75>, b y :/n kf;P7 $ M^/UTSS", N- 
xf)l/-^7 7ne)l/7 5>, y^D^-/^f-;v7 5>, 4 - v> f^T* $ J fcf y 

N, N-v^f-^r^y N->f-;nf^'j N-^-^;nf n y ->*> % n- 
^ y > $: f ohurt 5 >* ; **ffc-j- b y •> a „ *^-fb* y * a & ^7 * * 

VftfbMffttt ; i-h 'J 7A75 K, 'Jf ^Ay-f V /D kf ;l/7 5 K, y A^*-*.* 
f JVyyy-y K4^tl75 Kl ; t h 'J ->A^ h + ■> K, -j- b y * Ax b * -> b\ 
b y ?A t e r t-rFt'/K, »VfAt e r t -7 b*v K* 1 L 6 

«t*o«ffl*tt % ft** (ID l**fc*fU 0^;K »4 L< lift l -m 

ft*^ (III) O-fgfflgJi, ffc-fi-ifc (II) 1*/W::#U fto. 8-l!ll0^K #4 
L<<i^j0. 9~^2*;l'T*^>^o Zfc, 

KBftmmm o#ia~i 2nm, #*L<tt2o^w-6i*wc**. Kj&uett 

a^-7 0-1 5 0 04 L<ti- 2 0-1 0 0tf*^ o 
[0 0 5 4] 

<ie2A><ffe*» (lb) HU It&Hl (la) S-iP7|c^5^JRE« ZtiZi:*) Z> C 

Mbr^* y ; im.it>* y wimitTfrii y ±«&js ; h y >> a, ^ 
»*y ■? a& zoumTfi'* y&js ; ^- b y k, h y ^aj. k, * 

y 7A t e r t -y'b^v' Kft ¥<D§zMWl 1 L 6 <T>7 y ftl7* 3 ^ -> K ; by 

tfilE#2 004-3057477 
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fcSitHMMHWB*!*, ititm (la) 1*)H=»U 5~aiO^K «F4 L 

<tt»0. 5~j&6*A'T?**o 

tn*fl«BUStt^ *s*«T?sff-5^ EoSK*«ttfc**E*JB^"CtTfcft*o ^^^^^ 

■fu/*; -)\>t£¥<D7 )V-=t-)V^ ; '0-tf>, Mi^^&ifw^^^^tffciTfcltM ; ->^n 
✓s*-^, vfc ifofiJfnjfcflsMSESi ; *BU if ; x h 7 Kn 7 

7^ -y**-^, 1, \-**sx.9stii¥<n3--7-fi'W>. ; N, 

/Dt't-HJ if©- h u >m ; T-t b >\ > fJ^f^^ b b ; 

e;^ * ;w* * v K & if * ^ * * ~> k« ; M if * v» l±* ft & 

Rj&«pn»airi oa-mi- 1 o on#ra, *ftt<i±i 03-BB--2 4We*4, kj&a 

&{±i§#- 10~2 0 0^ffJL<liO~12 o*c-c*>*o 
[0 0 5 5] 

<IS3A>ftfr* (la' ) I*, Xc^STtift^l (la) *r«MfcBS * 
4JK«KflS4fc|UI. f2 4t, 350-352, 3 6 3-3 6 61 (B*tt^£M) Or if 
KIB*0 fcft-f C 4: c J: *) * i 4: § * o_ 

>J?A, a^^SthV-JA, ^ ^^nni§^,i.#m (MCPBA) , 58Bfc7v;K 
ftnEft, ^ny/, N-yDO^-^^K (NBS) , N-?nn^?-»>f 5 K 
(NCS) 4Jf3WP*f«b*t* 0 

aMfc#J<?>ttJB*tt» fll-g* da) l^jwcfl-u »0. 5 ~& 1 o*;k H-tU<tt*b 
1 ~& 5^t'*5o 

BMfcRi&tt. M^-elTd^ EJSl^fStt^^S^rffl^-rif^n^o uOi-)^l 
-frta ifwr >i/3-jhr ; h^x^4iro*#ftist'fk**si;*Bf^ b'J 

RJ6SSfBI»ija#l 0*IB- 1 0 0B#W> fftUlil 0#W~2 4P#fiflT-$>£o RJ&iB. 

2 o~i sot, ffiU(io~i oom^o 

[0 0 5 6] 

<I82B>ft^» (lb' ) J±, A (la' ) «**L*fl:«1l»*lP*iM(fR6C#i-ik 
K J: «) £ £ t tfl: i -& o 

[0 0 5 7] 

<I13B>M (lb' ) tt, 5t (lb) t?«$*t*'ft'&-« (Xc^Snift^fc) 
[0 0 5 8] 

SJSS;iT?fflv»€>*L*fl:^» (II) 14, *7* ^tM^^ 

b V- (J- Med. Chem.), 3 93£, 4928-493 41, 1 9 9 6^; /U 
■y 9 T "y K * 7M vt^ ■5 r 5 * h V — (Bioorg. Med. Chem.), 9%, 1325 — 13 
3 5M, 2 0 0 1 ^ ; Qt-f ? (Heterocycles), 4 li, 6 4 7- 6 5 01, 
1 9 9 5#',vt-t^ ^"7* 4 '>t* 'r^Ts b V - (J. Med. Chem.), 4 3i, 
2049-206 31, 2 0 0 V*—**' / r^ii^ Vt'fif'f- 

ffiliEJ|#2 0 0 4-3 0 5 7 4 7 7 
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>f5^7^->3^ 1 (J- Chem. Soc. Perk in Trans. 1), 2 8 9 5-2 9 0 OK 

E^K-fflv^tis^ft (in) i±x TfrJR&i: u*aex#t^ 

fliltfft** (HI) <D9*» Xa**- (CHi) k i (C 1+ H J2^ ' " 

J?5«ftv?S5o^i<-*-**i-> ****** (nr ) (ttT, ft** (in' 
RJS5£2 

[ft 2 1] 

R 8 

(IV-1) (V-1) 



(W-2) <V-2) 




Ar— (CH 3 )k f C^(CH,)k r £A^^^CH :! -L 



(HO 



3££. MS******!*** («*.(** V 9*. i-Y*)V±s 'Jf-JA, 

<I@4>ft*t> (VI) ti. (i)ft£* (IV-D fcft** (V-D 

►K *iv»tt(ii)ft** (IV-2) tft^W (V-2) k*Ri&***ikt=*o«rr*J - 

i:^|4 0 ITF, ft*% (IV-1) tit&® (IV-2) fi, #KR£L*v»R>K ft*jj 

IV) fc»U *fc, ft-&* (V-D fcft<fr» (V-2) »*. »KR£L&v»R»K ft^« ( 

V) ft^^av) 0 i:ft^ (V) fc©Rj&tt»#, Si©MTCff% fgiggi: LTti. 
0!1 x. tf7K#ft^ * * . *Sf ft * * o*^ftT * * «; ; *i£ft U A 

*»ft* H) * A . TfcBHt * 'J * A t'OTK^ftT * * ') ft* ; TkfHfc^ ^* V * a , * 

A*^^ftr;v* >;±««R ; »* ,J 

S 7 * * v *ff ; « it * ,J * A * T * * * 

ffilE# 2004-3057477 
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VV N-**-****'; >> I. 5-VT4re s s9v [4. 3. 0] -5-y I. 

[2.2.2] l, 8->7fe^n [5.4.0] -7- 

t e r t ; 'Jf^-/-fV7'nt;i/7 5 

vm<D y a T 5 (7lc*D® **tf ) 75 s Hf^ o 

-fbfrtt (IV) fc-ffrfrW (V) k©KJ6ttRlSK^«Mt4*lllt*fflv»"rffdo* , *10-r* 

„ 7"n/V-K -fv^D/V-^ ?9J-to^ t e r \ -T9 J-»m 

nr^x-frM v**-9->> x h?fe KD7 9'A -;xf;vx-f)K t e r t -7* 
^^^^ y-fyyn^x-f*, xfVV^<j3-^-y7f^-T^ 
ox-t;H;#ifi', l|xf)K SRn-T'fii'f^fJH; ^ DD ^ 

*-»J-> % ^>-tf>. h*oi>*«>|»MfeMIHIl; *W7? b\ N,N-^fWA7 
SK N N-y^f^T-t h7? K»©7 5 K« ; Tth-F'J^ 7"n^hW 

-fte* (IV) kft-Mfc (V) twgO&Ji. &JRj»«t*fflv»-cR(&*<EJt***ii:fe^ 

7 M:»^7->^A (II) „ fh7W(h'J7xXjVW7^^'7 

(0) , ttfttfXChV 7*^***7 4 v'7Dna(Hjx 
f;W7r/)^y^ (0) , h 'J x y >J f > 7 1 h » y ^7 y •> A - 2 , 

2'-e7;(y7xxW7^)-l, 1* -W7f ;W S|A'7y'7A (II) tl 
I' -t*7,(^7ixW77^ ;)7intyo|^i?) ;x7^ME^ft t« : 

'f h7^(f'J7xX)l,*X7^)-7^;V (0) ,*ftW(h'JXf*W7^) 
-y*-* (ID ,Sft^(h')7xXjVW7r/)-7^ (ID fc*) ;ni/^A-ft 
(i:Mh^(h'J7xx;m7r/)ny.7A (III) fcir] 

®;®it&® minium, mm un ; e4ft««4if*«»tr6*i4« > 

mmsti*. its® (iv) »o. oooooi-a5o, «ftL<aao 

ooo i~^i^;i/T'*So ^BLiBx-mmK^M^^mmm^m^^^^. to 

-ffr&tt (V) O^ifflili, ft£W (IV) ltKJtU ftO. 0*/K »ib 

<tt«0. 5 ~» 2 Sfc, m^O^ffliti. ^® (IV) l^fcttU tt 

1-^2 0*/K »i t<!iftl~ft5tm^o 

RJSffl**i- 1 0-2 5 01C, UiL<tJO-150 vx~$>z> 0 s.&9*m±{k*to (iv 
) > (V) , ^JR««, tt*Xii*«oW(, WSMUFKiOJ****'. a*i 

^-P5~2 0 0B#!W> j?U<li5W~l 0 0 o 
10 0 6 1] 

<iS5>^» (iir ) tt-ffc-a-* (vi) 

L#fc Ko*->»T?*JMfc'6'«» (III* ) -ffc^W (VI) fca^RJBKttf 
o TlKtl" & £ t tfx § & o 

*fb b 'j -?r ns?-f% w&mjmvcM ; **fls-> 7;***-f-M.J*A* **fb b v r 

©&JR**«Mfr&* ; **7>fh7KKB77>f#, ^Vi^****?* K*#fc 
W^^Mlf^^'A ->'y75W7>^^7;V^**7>l; S^*T> 

m%m<om^i. «5sw©«*kj:o *m 

tUmm 2004-3057477 
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i*;wcttLT^ft-r*L*vO. 2 jfJKiiftO. 5-&5^;vc-&i) 

, &jrsh (/<-^**-effij§i-* 7** u <Dmm-&it, it^m (vd 1** 

lc*tLT&l~&2 OSi, ffiL<lij&l-«5Slt?*4, 
*Rj£ttRlfcK*ittt4»#*ffi''»"ClT} 0#t«T*4. Z.<DXn LTJ±. 

-;K 2-^n/v-;v, t e r t -7*f *7*3- ;w ifO 7 >v =f - JMS ; ^xf/i-x 

y-fV7'n^X-fA', y*7i-;l/X-riK fl-7KK077>, 1, 4- 

N, N-^>tfJV7-t>T?K, A^^f ^W*'J ^hUT? K^f 

FOSSAE *> L< tt-e-itfeoS^»«E*if**&t Lv» 0 
JBtJ6P»Wttfflv»*iail*#il|tK J: 0 SHU 0#H~ 1 0 0H#W. »4 t< t± 

3 0#M*&5 0B*Pre*So 2 0-1 0 01C, »SL<(iO~80t 

10 0 6 2] 

L^t: Kn^-^ai-e**^* (HI' ) ^nrWb#J**v>l±*;u*-;Wfc&.)i: 
Ri&S-SSCfcfcioT, L (HI* ) - 5. 

ik&m (iir ) fc/M»y>flaflfc«>Ri6tt, a*Ki&cKi»*a»**a:v»#ti6+T? 

ft***; •^xfW-f)!', 3M V/o fjl/i-T-^. tert - f+P/* f-frx.—?- 

BHR-x.*-*, ffiS6n-y^-;V, gfcBfct e r t -^f /P^x^f /HiWf'fittJo 
««*©>>nr>fbM**#lfcbTffiv»TfeJ:v\, 

/M3ywb#Joteffl*{±. (iir ) i«*c»u o*^t* 
*» RjsawE»±. i«-2o~i o otct?**. si&«FW«. **o. 5-2 4b#ist?* 

*»^^*-Mb#JfcL-cj±, mtf&lb.*^**'*-^ ttfc'<:H*>x**-JK 

*-e**fl:£« (in* ) *Ka-r&£fcj&*"eS*o 
^^*-Mb»J©«ffl*tt, <b-s* dii' ) r**fc#u o**t 

air ) k^^-zMfcafcoRjettN »*Rj6fcK»*a«*fcv»**+ 

^nn*K |ig^bR#^(0/Aa^>'fbj^'fb7lc^ ; b**^ #V 

v>^(&##Jfe£*b*5(HB; iM v^n tert-7 

i£*S7 b v •> a, y * a. ftm* u fA^sor** fc'^w e>*t 

i**>«ffl*i±, ft** air ) i*/nc#u i»i^iow^o 

R(&iMEIi» ii#-2 0- 1 0 0TCT?**» RJ&S*Wtt» »# 0 . 5-2 4I*«1?** 

iBiiE#2 004-3057477 
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[ft 2 2] 



l^JjL-CHjCOOR 19 — i 



(VII) 



Ar'- 











COOR 



(XS6) 



I B2 ) 

(ix) vly 



(VIII) 



(X«7) 




l y^CH 2 COOH 

d-2) k^y 



<Ig6MtU (IX) J±> (VII) Mb** (VIII) *?>I8UH»CU* 

fls-S-W (VII) *J±tWI:#W (VIII) t±-*jR$*trv»*feo*#aJw^T?s» 

<IS7>Mt (1-2) t±, <t<&* (IX) *e>ie2Afcl?l*fcLT*ji-t-S£fc#' 



ailE#2 004-3057477 
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[ft 2 3] 




(X) 



Ar'- 




CH 2 COOH 



( 1-4) 

<iml>it&® (xi) (±. (vii) tit&® (x) ^f>isit^«cLtsit 
<xe9>ft^w d-4) I*, (xi) frbJM2AtmmzL-cmmi-2>'-ti>* 

L 0 0 6 7 ] 

<ffc£-& (1-4) <D7%, Xa 2 ^-N (R 5 ) - (CH 2 ) m--?fc*ft£*i, «i 

& o 
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HO 



Ut2 4] 



CH g COOR 



(VII) 




L (CH,) m— H-A' 



C H 2 C O O R 



(X?§11) 



Ar 



•NH 



(XIV) 




[Xa=-N (R) - (CH 2 ) m-3 
(1*112) 



CH 2 COOR 




CH 2 COOH 



(1-4) 



[Xa=-N (R 5 ) - (CH 2 ) m-] 

<igio>ki (xin) «s no,® (vii) tit&m (xii) tmrn^Lx 

<rgl i>ft^ (XV) OHXa^-N (R ) - (CH2) m-"?**^*^ 

nm^tmrnKLx, it&m (xiid Mt*» (xn) * <b a*-*- * t & * ° 

flS-fe-W (XII) isi^ (XIV) ttiUJR$*Lrv»4 4 0*«»»cA^"e&. 

<Xmi2>ite® (1-4) 0HXai»-N (R ) - (CHi ) m-T*ift« 

HiiE# 2004-3057477 
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\t. l82AkH*i:U, Xa#-N (R 5 ) - (CHa) m--C**ft*» (XV) ^ 

aref-rtfr* (i-D &£xm** d-3) ©«at*c-3v»-c»wi-4. 
-ft-frto (xvi) , (xvii) > (xviii) texv (xix) i±nrjR$*i-cv»*'feo*#SfcA 





A^lf >=0 
(XVI) 



UjL,CH 2 COOH 



-fki-i ? (xvii) ti. ffcfr* (xvi) A'#=/H6*Xxi-*ikt-i 

Tc^jo^fflsti, tt;ttf&**3(Hb»*U ft** ( m > 1 

7^*W?>i*^li^5>^ <b^% (XVI) l**K#LT»l&v» 
$ L < 1 fcv> u» 5 $lSti±ilt i'JH xms*fflv>r t J: v> 0 

v). *«i-fdi). a<b3E». =«rtfc**** =7?ft***ft^flv> 
■bn^o /i/^aoftMlift-fr* (XVI) i*/nc**Lt:»ifcv»USl 0*JK »S 

tBliE#2 004-3057477 
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(IV) ^^-n^V^^ftfeiK^^ffl^ibttSo tt*©«JB*ttflS 

W(XVI) l*/l/fc*tUT»5 4v»U&l 0 0 0**%. »4 t<»iftl 0fcv»L*)3 

fcK^Vfc^jWI^&tL*. ffrfrW (XVI) l^JH^L 

2-7'a/NV-;K tert-^^T^vn-A'JSrif^T^n-;^ yxfjvx-fiV, W 
V7 - n fjvx-fJK 5?7x — ;wc-7->K ff7tKn77>> 1,2- 

^'^nur? K4*©7 5 K*L *BU tfBL 7ntf*>K, h'J-7;v^a^m 

tfftlWHHI&^U&l 0 0B#H. iSF % t < tt» 1 B#H&^ 5 0B*WC**o RJ&fift 
0ftv>L&l 2 OX:. »4 L< !±&0fcV*L&8 omSo 7jt3it»» 

[0 0 7 2] 

(XVIII) t±, it&® (XVII) okKn + '/it rWU 

KSU **-7*>&iftf f Wb:H-*o it&m (XVII) l*^|c*tLT^nr>fl:«|tr»0. 
1 &v*L&3 0*>K L< »±if&0. 2&^U&1 0*/WBv»&» 

bV^nf^rr/, F')yf A'T?'/, Hlif ^-fV^e*73'A v^n^^r 

'Jv^ N-^'f-^tfn'J N->^;V/^e;l/*:'; >^rt*C0^3^T5 vS&iftf^f £*t 
£ 0 fti* (XVII) i**fc:**L-c«tifc*#i&v»Lft2 0*;K jffSLdilii^t 

l,2-j;?nni^v4 {ro^ny>ftJftfl2jcS«l4 if©*** fctt**tfc ^ 

Ej6*W»±a#ftl 0»»v»L»l 2«fB, ff*L<tt»l 0frfcv»U&5l$IB£** 
o Rj&iBJE«±jB*»-10 4v»Lft2 0 0TC, »U< lift- 1 O^LS 1 2 om 

_ i o 71; -1^** = ** WW****.*. fls*« (xvii) i**e*tL-c*/i/*-* 

ffilE# 2004-3057477 
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ft3J£&lfcv>L&2 0*;K »4L<tt*&ifcv»U&i 0*;WBv** o 
[0 0 7 31 

ir©x-f)H> y^nn^^ ^nn*H, Htt-ffc^JR, 1, o n.x* 

y^^fjvrr/, ^W?^ 1 ;^, N.N-v**-;v7-i; N-^f;v^ 
^ A , TkMft A'JfA, *^ft "J f - ■> ^ > 3W*fb'< 'J * A 4 ?<0&tt%&£^ £tm7 b ') 

=.->A«to«L*tt«tsi4if***»fe>ih.4o ft** (xvii) l^/ncttLTttKfcfcifc 

o KlSaL«tta#ft-3 0*v»Lftl 5 Or. «flL<li8-2 0&V*L&1 0 OtT* 
^ft** (XX) l±, Xtf-Xc'jmfcM^a*^***^©*** ft** (XVIII) tft* 

m (xix) fc *ttafc©#ftT-Ci»*1- * i £ iz «t •? & z. t n*-v i * „ 

[0 0 7 4] 

Tjtlfcft^V •> AfcfWfeS&iyS, ^mf-b'J^A, &«*'JSA. KHrvfA, ftBfe 

->*>^^C0^#^T5 >Su ftJxWTA hvynt>7?^ FU^f*75> 

u,u-*J*?)i>7- H-jtf-frV'**) N-^f-;v tin n-^?-;!"^ 
>4ifO»3»75 TkfSHb-f h ') Ttstft*') 9 a^^7;v*')^I 

*SHfcWSU thV-7A7U\ 'Jf^Ay>fvynt>7U*, 'Jf9AA*t^f* 
v v 7 v Kfc 4TO&JR7 5 KgL 7 b V * A * b b\ th^Axh^yK, 7 b 1 ) 
■7Atert-7h*v b\ 7>V-7A tert-7 b Kfc if <D&m7H>3 * v Klgfc if^tf 
&*l*o £*l6*36U\ ft** (mil) l*r;WC*tLTftl~l 0*;K ffiKlil!) 
1 ~3^Vffi^& 0 

*Ri&ttRjS^«Stt4»il*fflv»-cfr 9 <nlfifim-e$>2>o z<d£*> %mmt LXitK 

, 2-7 , n^V-;l\ tert-7f" ;l/7;V3-^^^7;V3- /HI, ->'xf;i/x-f;v, v 
-f y^n t')Vx-rJK y'7i-;vx-f^K fb^k: FD77A l,4-S>*3r-9->. 1, 

h*->ai? y&£'e>x-r;HS> hA'i'A v ^ n ^ * -9" > , 

& iro#tft7fcfgSi> N,H-^f***AT? b% K,N-^W-feb75 K, ^**y**f- 
y* b<; 75 K&fc*07S hm ^Dn^rA ?nn**A, BMRI 
„ l^-y^onx^y^^Any^W*!!, 7* b- b U 7"D fcf*- b y ;l> 

fl/**v K4tOX^*#y *fc^©»*IEtfctt£*t&©«*S**^'^* 
° Rje«FB*ia*»l O0-&V»L#n 2B*HU #iL<li»2 0#fcv»L»6lWT?*S 

o Rjeuttair«- 5 0 l» 1 5 0 tc, s 1 * l < \m- 2 0 Liiioo r-c* 

o 

[0 0 7 5] 

miE# 2004-3057477 
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^-v : 34/ 



kg® (xx) i±. ytf-icHmmw^z>z>^teTfc&M?-<r>Wi&, it^m (xvid tit& 

if omffisfciL *8Mtf - f 'J «> A % *WKb* 'J if 0>*fcftttJ»*& if *W €> 

r^V, -n-fw-fyfA, **^*fliy^ aft*-*-*, 

K*iTtfflv»Tt iv»„ t*ife«*J:0 ! tt*»±, -fk^W (XIX) 1*>H=#LT»0. 1 
- 1 O-t/K »4 L< JJ&O. 1-5. 0**JBV»* o 

4»*i:L'CKiB* t Jt=fi't*H*)!|*^IH3£**»-«rv^ 09x.tf* ->K -x^-ZK 

5/*n^**>, ^*^>fcif<7>£Hb*ltiiU H,N.f>f***A7 5 b\ N,N-S> 

L<ti*ft&o«^»*f4if**SF*Lv\, 
E£.^Wtia^3 0 53—2 4B*NU ft? S L < f±3 0 53-~ 5B#FtB"C*&£ 0 E(&aUS»iA* 
0 ~ 2 0 0 » * t < t± 0 - 1 5 0 TCT?&£o 

ft*» ? (n) tt, Xtf-Xc 3 ****^©*^ (XVII) fc-ffrfr* (XIX) 

[0 0 7 7] 

ft^W (1-1) tt, ft-frW (XX) *»feXg2AkH«IUL-C»j6"t*ii:3& , -eS*o 
[0 0 7 8] 

#5&9§ (1-3) it, fl|jLtfaT»JKJ6*7"C7|5**t4*ife4^ttC:*t»Cl*i: 

Hb 2 6 ] 




^yX^CHaCOOR' 8 



A5 || A« 

(XXI) 




(VII) 




CH 2 COOH 



ft-e-to (nil) fi> (vii) fcft-fr* (xxi) *^naiUH»i:L-c*st4t 

ttiliE#2 004-3057477 



#12004-139144 



35/ 



it&m (i-3) it. it&® (nn) *6is2AkPi*»cL-c«fti-*ik* t T?** 

o 

[0 0 7 9] 

7 = yg©§lSt l/CWu 3 *36 ; -€-ttW«^**^L-CV^r t J: 

Ci - 6 7***-**#-** 7-fe**> > "<>'/-r * 

» Ci - 6 7;V3*^-Ajv^-)H Wilt ^ b ^Hy^*' 
i*, tert-7 >*->**#-* (Boc) , 7'J (Al o 

c) 7is»'*# , /W#;JH, 7**V~**^***->#**-*36 (Fmo c 
) . Ct - i o 7^^^=fv-*M'^l ^>-7***->#*#-*fc 
£*) HJ**36> 7*n>f;l/3£. 3?*-7**W>f *36. N, N-*^W5y>f 
V>*4ir**fflv^*t*„ fi&36kLTt±. «ilf7xi^, />nr>*^ 

Ci - 6 7***-#***^*3fe (flx-tf* 7-b**> ^e*-^ /<i/';**£) . 
^n^ftSiiTv»TUv>Ci - 6 7*3*5/*. -bn*ftif#lwfeii, 

10 0 8 01 _ . „ 

6 7***36, 7'J*36. ^>v*3ik 7x^1, h'Jf^S, hur^^v'JM 
*if*«fflv>t>^So cict?. tMtLtli, «itf^ny>«?, **5*36> Ci - 

eTMMJUH-JUt (ttl;itf. 7-b**. 7*****-**^) 

/Nn-r>'fb^tLTv^-r U^Ci - e 7*3*->36. - Ci - e T^+n'S, 

Ce - i o 7'J-** 77**&f) ft4f#fflv»feil, t«i«t 

ti 1 &v*L 3'&gS"e&&o . 

tKn^ylOftitUli, *?!l;L{£**3*36, ifctt*^W«ft3&*#L-t>» 
tiiV^Ci - 6 7***36. Cr-io 77)K^i, Ci - 6 7***-# ***- * 
£ (®JxJ*. 7-fc**. , ^>V>f*26. 7*-***f 

* Ct - i o T?******/-**^*! («x.l*. ^>5?***v#*#~*£ 
if) C 7 - i o T^***-***-** ^V^***^***) . 7-h 

?fcVntr?-*36. fh5KKn7?^S, 7 7-;H, -> V *36& k^fflv^ftS 
„ C^T", TOtLTIJ, ^X-tf^n^VM^ Ci - 6 7***36, Ct - i o 75 
***36 CM*.!*, ^>v*&£?) . Ce - i o 7'J-*3S 7*-*, "T"?* 

*&k) , Ci-6 7*3*v26. ^ba*«ir*«fflv»e,*L % tM©Sl±l^^L41 

6 7****, C 7 - 2 o 7 9***36 "<>5>*\ HJ**) 4^W?>^ 

*„ em36kLTt±, Ci - e 7***36. 7*-**. 

Ct - l o 79***36 ^^*fck*) > Ci-6 7*3*v36, -bn»& 

EJS, 7***<t£S, ***UnRiS, BMtRJE* StBRS, KXttSftKJ^ 

ftfE^ 2004-3057477 
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^-v: 36/ 



1 9 7 7^ (ftgffiJK) 4?CB*o*ftii , {Ml^*« 
10 0 8 2] 

#t8, ttJMk WISH, *n^b^?74-*l=J:9^***Ml*. anW4£fc** 

*»w<k^*tirati5c* («. 3 h. 1 4 c. 3 5 s) f«$^v>-cu^„ 

[0 0 8 31 

*^'fk^t7tt±^< 7 )7 , ' D y ^{±, G P R 4 0 £#fl4MMMtffEA<. fl^GPR 

*»Wft***fctt'tO^ D K9f^ WfLibtl (fllx-tiN *^X, 7 7 K ^A* 
^_ tyy, tff) KttLT. @^fcGPR4 0 

3#*»ffiP»fly§*3"LTV»SO-T*, GPR4 0§WIW4tS4iit^l»Ji 

Sfefc, *%mt&y3*fc&*<07* K7 y^li, iM, »*«B»#. 

-v Xl tvK-v*. IMWfJttttSK** MUM***, *JtJlUE, 

14«!«&B?»> ««m. *m&&. mmm.it, aim**** mvt&. 

K, ftfiUR. MttK*. ^h-vX, 7vF->^ «^tt*^ 

tec, *jr*k»±. (is) 4>*v>fm&m am) « 

*i*o«Ls»K^>v»Tj±, 1 9 9 9*\zB*mmm&^bmttmfe&mi>m& 

12 6mg/dlft±, 7 5g«orF***«W* <7 5gOGTT) 2R*n« (»K 
jflL^tci3ttS^;V3-xmJS) ^2 0 0mg/d l JJ^BMWMMt (aMRJfiL*fc*»t* 
^;V3-XgJK) * s 2 0 0mg/d l J0l±OV»1*#t*»*^i _ JRl8"C**o tfc> ±B*R 
rSftPMUNI tt*^* * $ 1 1 Omg 

/dl*»lftli7 5 g«PrK->«ft«ftt* (7 5 g 0 G TT) 2&nffi 
j3lt*^3-*»K) 4 0mg/dl*i^tttiJ OEM) -CfcvMKaR*. 

ifc, «R«Oflje36HSl=ov»T»±, 1 9 9 7$CADA (*H*JR*!^) 1 

HifE#2 004-3057477 



#H2 004-139144 



^-vl 37/ 



) 1 2 6mg/d 1 J5JLhT?*«K 7 5 ggD^ K 2 f$WlS (»*JfiL 

#126mB/dl*«-C*D> 7 5glP7K^iM^2HKf ( 

»K*ltl=*»t**'>=»-***) *> ?1 4 Omg/d lft±2 OOmg/d 1 *»*7FT 

^Sft) *ni0mg/dHi±12 6mg/dl *»OttS84: I F G (Impaired Fast 
ing Glucose) fctf-Ko WHOOfSCiWl l£ I F G (Impaired Fasting G 

lucose) 7 5g«P"/K'>«iWWafc2i»W* (#JR«fc*5»t*^»'3-** 

S) #14 0mg/dl*it^^«MIFG (Impaired Fasting Glycemia) fcOf 

KM. IFG (Impaired Fasting Glucose) ^itnjG (Impa 

ired Fasting Glycemia) <D^W • t&**l fc LT fefflv^*t* 0 Sfefc. *»9lfl:*i» 
(± N WRIM*** IFG (Impaired Fasting Glucose) tfctilFG (Impair 

ed Fasting Glycemia) 3&»fe«tfiy«^OJISS*l»Jh-t*i t *o 
[0 0 8 5] 

fcffiv»&*Tv»*a#&fc©Wfctto-C, K9y^*r*0 
Wfck «rtfc«»«>B«WWtt*:!fc^ «Q»XW:#ftPtt (0U JS/9t\ i£JWx fMR 

ft* («»6 0kg) K**L. lBlfcO,^ C*»Wfli^») tLXmO.O 
l£v*L&3 0mg/kg#SU EP2L< li&O. 1 L» 2 Omg/kgttS*. L 
<tt»lfcv»L*l;2 Omg/kgM*l B 1 4v»L*BHc»»fC«P»^i-*ttfiv» 0 

^-fesij. u-b^k «ft**k a*^*©******, a*fflv»*ckttr**. 

r- 'J ^A&fttf^tf' t,tt^o _ ^ 

ffifr.^ 2004-3057477 
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^- v> : 38/ 



#3g^]ttTli, «*.i;TrH*«, D-v;nfb-;K b 'J * a , ^U-fe'J 

[0 0 8 7] 

spisiau Aft*tt«, m*em* ojmmi. 

imm, fcnwm, • *fcA,*» mvm. 

#t«##is£. wmm, num. att^*^** ftrv^- 
ifi*iSMii> l«5«> jimmx**. e?*:^ 

#Mttte**K 7ht-MM 

# («, INS-lf) . &P 4 'J ffWWfc > * ^ >**tt*»M e 

0±vW>®m) . l^U*^>(Reglixane)(J TT-5 0 1). * b * V> (Neto 
glitazone)(MCC- 5 5 5), GI-262570, KRP-2 9 7, FK-614. "J 
^>;*>/>(Rivoglitazone)(CS-0 1 l)> ( r E)-y -[[[4-[(5-^ ^^-2--7 

h*->U 5^]^>4f>r^>»*^ W099/58510 
KlMROft'&W («£tf(E)-4-[4-(5-y ^^-2-7*-^-4-***'/y b*i/)^> 

5 y]-4-7 , W001/38325KfB«ttf>ft£-%, ( 
Tesaglitazar) (AZ-242) , 9*?-* (Ragaglitazar) (NN-622) , Ay/'J 

^-if-* (Muraglitazar) (BMS-298585) . 0N0-5816, BM-13-1258> LM-4156. MBX-102. 
LY-519818> MX-6054> LY-510929. * V> (Balaglitazone)(NN-2344)* T-131«7t 

tt*©SL THR-0921) , «-^3->^-*e»*j («* #$ r, ;#-*» 7* /me-*, 

7^nf5U\ yj^eiJFf) x W^'J-K. •fe-f^'J-H, 5f-^V-K4*: 

mE1#2 004-3057477 
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^-v^: 39/ 



tt*©**->9Aia*5fi]*K 7x^;-k*] . GLP-imr^b c f:i LP ~ 

1 GLP-lMR#k NN-2211, AC-2993(exendin-4), BIM-51077. Aib(8,35)hGLP-l(7 37)NH2> 
CTC1131*] ^^^^^-*IVB*«I NVP-DPP-2 7 8. P 

T-100 P 32/98, P93/0K NVP-DPP-728, LAF237, TS-021^) > ^37 =T-* 
b <*, CL-3 1 6 2 4 3, SR-5 8 6 H-A, UL-TG-3 0 7, AJ-96 
7 7 AZ40 14 0*) . («. ^A'JVfKf) , ***** 

GLT (sodium-glucose cotransporter) HL#3J («, T J" 1 0 9 5*) , 11 /J ~ ^ 

Offett* IKKB1#* AS-2868^) > wF^f^ft 
(W001/25228, W003/42204fa«<Oft^ W098/44921. W098/45285> W099/22735IE 

m<r>ii*mm > r*x*i—*m&tiM w. R0-28-1675) ##*»re>*i*. 

0) . \+»\>*9v V (ARI- 5 0 9) . CT-1 1 2#) > 

OtiUD^ («, NGF, NT- 3. BDNF, WOOl/14372^^0^ - n b u 7_f ✓ 

*7x^5')yn^]**t'/-Ji'4if) *) , 7o r r/#t-tC (PKC) B« 
#(^LY-3 3 3 5 3 1f), AGEISM («. ALT- 9 4 5, y \ o 

9f*W> N-7xt'/K77'J9Ayn?K (ALT-7 6 6) , EXO-2 2 
6 ALT-711 *fcf'J K'J> (Pyridorin) , t?'J K**5>*) . ftttBMSiH** («, * 

3190) , 7#b-vXym^xl/-f0^t-t-l (ASK-l) B#****»T 

flU TO97/10224fc«B*«><frfr*K fllx.tfN- [ [<3R,5S)-l-(3-7-fc h f f 

ft («, ^7^7-h, ?n 7 ^7-f, */A7^?-K *'J/7-r77-h 

V-fe^* x^nt^rA f^5^^A 4 *v** 

l-[[2*-(2,5--yK Kn-5-**V-4H-1.2.4-***y7y-^-3-'f »)^7x^- 
4_^^]^^]-2-ib*->-lH--SVX>f 5^'/->U-7-*^#>'»*) > 
3J («, ^v^A -7xye'A 7ADvfA i**VK>*) , 

tfiJEfl53li:LTI±, «ittf+«ffi«BW (^J> m 7 xV7^7^A ?f ^ 

y7*h7rA 7^7x7*7*^ f*t>7x^^ A "7y 

B-56884JK SNAP-7941 ', W001/82925* * OTOVWSMC** **J6*W> J 

l47778lTxw; >«ft* ; 11*-* Ha+***n-f KfK Kpyt-^Efi (« 
BVT-3498*) ») . »U/t-*B« («, **n>7K ATL-9 6 2f), /? 
37^b (0L CL-3 1 6 2 4 3, SR-5 8 6 1 1-A, UL-TG-3 0 7, 
AJ- 9 6 7 7, AZ 4 0 1 4 0*) , ^ ^ Ktt^«I«l» («. V^^> CNTF 

mUE^F 2004-3057477 



#M 2004-139144 



^-vl 40/ 



^TS>b\ h^o^fr^K, tKD^nafTvK, fcKo7^f7^K, "«> 
■^kKD^nnfryK, ^>7*ffK, #'J f-TS* h\ /f^nfTfK*) , fit 

, *7**sY* 4yirxs. vm > TV* 5 K, -fvv;nf K, x^^V^ tfv*- 

[0 0 9 0] 

**V-;vl£) , y^75fv, U fr-#-f<7*f-y , .x b K& £ 

4if***»f*>^ «:3&»-Ct I L-lx IL-2, I L-l 24 if O -i — & 4 

tr*?'*V > 7^ r- 'J -7A(dalteparin sodium) &i?) . 7*7 7'J'/ (#8> 7^7T';> 
ft'J'yA&i:*) , ttfn>e>KI ($)> TJV-77 r- n/*>(aragatroban) SkfefeM 
B ($k ^n^T" — -tf (urokinase) > f-V3r^--tf (tisokinaseK T^T-fJ —V (altepl 
aseh 7 N x7 ,, 7--fc*(nateplaseK *5"F:/?— i? (monteplaseK /*5 t--/:/--*: (pamite 
plase)£if) . Mfl«WI («, y"0 If v>(ticlopidine hydrochloride) 

, yn^? v*-;v(cilostazol). ^ 3t^y bS^f ^ 9 X h 7^ h V * A (berap 
rost sodium), ttflH-ZU*^ V 9- h (sarpogrelate hydrochloride) 4 if) &ifrt s *lf'b 

&1&M&ti3ffi%lk LTIJ, ffilx.lXT^7r *;V~> K-^ (alfacalcidol) , #;VvD; 
(calcitriol) , ^fl'T? h-> (elcatonin) , ^-^iJ^'y Y-> (calcitonin s 
almon) „ i^hU-* (estriol) , 'f7 , J7 7^ , z (iprif lavone) * /<5 Kn>» 
-f- h y -7 A (pamidronate disodium) x Kn>St b 'J t> 2*-fcM% (alendronat 

e sodium hydrate) . -i Kn>irt r- 'J 7A (incadronate disodium) ^tf*^lf S> 

t?*5>ISfc LTIi, «x.»ftf^ 5 >B1> If* 5 >B12^75 ? Wt>^^ 0 
trt^^Ji: LTWu ^!lx.(X^^U^ (tacrine) , K*"*v;V (donepezil) , V'**?- 
(rivastigmine) , 7 > ^ 5 > (galantamine) ^* s ^tft>tu^)o 
• tTJ± % h (flavoxate hydrochloride 

) . im.**^-73--> (oxybutynin hydrochloride) . M7n^'J> (propiverin 
e hydrochloride) ^rt s ^f b*i2> 0 
mm&M%iffiftlk DC«. T-fef^nT/iXfy-^lII («„ 'JXf-iTS. » * 

[0 0 9 1] 

tBIE#2 004-3057477 
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^-v: 41/ 



+ (0U -fy K**">^*) [*^>"9— • (Cancer Resea 

rch) ,f49t, 5 9 3 5- 5 9 3 91, 1 9 8 930 > ^WfDVfift («, 
^y^^ a -;V7-fef— h) C^*— * * '>>-# ;v ' ^ 3Di; " (Journalo 

f Clinical Oncology) ,fl2i, 213-2 2 5l> 1 9 9 4^), « K f fV-* 

*j (*tttiv»-r*tt±iBkiBi«) , mmm&m\ w, ^^^^ ^Sfli 

,j ^ j,,^ . . . ^^>-9-— (Britishjournal of Cancer) , ^6 8^, 

3 14-3 18H, 1 9 9 3« vJSS*^^ IGF-1, **V'ttlMtWt 
^BK^5TNF-<r, LIFs IL-6, *>a^^t>MK»ti«5»4l?t*» 

SfcK, «KbB«*l(flK ALT-711*), ttftW£4M**(flK Y " 12 ^ VX853 ^ Prosaptide 

7-EbUv» . ***** («. ^*'>^» , T *^ 3V - / *?*??ii 
(« ABT-594K i>K-fc'J>SfFfr*SttaS («, ABT-627) , t;7^JR^*ffifI 
J»*te***<flK GABA3£fH*f*»* («> '^f 

m m *o*/+TW» > *x*Wf?-*ifi (flk s^r-*-?-* ;v) . K 

[0 0 9 2] 

*»«fc^fc#JH**fc ******** 0, 

mm, (^t-c, *am** 

"(3) *%m}t&®titmw£*m%zwmM®iMiRir2>ztiz£t). f&*«w«r«< 

t*wimzmiitLxwbtizm--<Dm\<?>&^ (2) »w<k#« 

( 4 ) *»wft#*k#ffl*»k*M>»^»«i^t"c»fen*2aoi«ii«>*** 

[0 0 9 3] 

HT^t^, iiifi«+© rmsj tt»*»i 0 Tcfcv»u&3 5 ic %«±> jr 

tMEflf 2004-3057477 
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s<-z?: 42/ 



^timol/mol%£. >D7h^77^ — CfflV»e>*t* *OflHiM%S 
z/yyu-y h (singlet) 



s 
d 
t 
q 
m 
br 
J 

Hz 
CDCb 
DMSO-de 
J H NMR 



yyisy Y (doublet) 
Y V "fU v h (triplet) 
9 r fl/f-y Y (quartet) 
-7)V^- fV y Y (multiplet) 
"fxi—Y (broad) 

* y ~f*) >y&ML (coupling constant) 
(Hertz) 

-fu y >mm%&m 



10 0 9 4] 

vxTn^mte i vm&m^&vx. »jac, v**'*? b;v (ms) Tkvmm^&mx^ 

1BW5&HHS: ZMD, **-*-.*tt ZQ2000£ fcli^f 9 DTXtt ^ 

7? h 7*-AIM*>lt& I m^ffi^ (Electron Spray Ionization I ES 

I) . ttz\t-kM&i^^i (Atmospheric Pressure Chemical Ionization: APCI 

) . #e*&*§\ ESI*JBv»fc„ 

NMR&l]5et£3? : /*'J7>tt Varian Gemini200(200MHzK Varian Gemini 300(300MHzK ~7 
)Vii- ■ /nM * 7> fef > ?± AVANCE 300 o 
[0 0 9 5] 

■fi J A : YMC Combiprep 0DS-A S-5 ^ m, 20 X 50 mm 
&£:Aft; 0.1% b';7^*n»Bfc ^tK. 

Bj£; 0.1% h'J7^*nS8 ^rr-bb-hV^ 
y?*Jx.Z, 9frA: 0.00:fr (A?£/Bi£= 90/10) ,1.2055- (A?£/B?£= 90/10) , 4.7555- 
(Ai£/Bi£=0/100) , 7.3055- (A«/B«=0/100) . 7.4055- (A&/B?£= 90/10) ,7.5059" (A 
WBWL= 90/10) . 

77yx>l-tOW: 0.0055- (A?£/B?£=95/5) ,1.0055- (Ai£/B&=95/5) , 5.2055- ( 
Afc/B$t=5/95) . 6.4055- (A&/B?£=5/95) , 6. 5055" (Affi/B?£=95/5) ,6.6055- (AfK/B 
$=95/5) . 

mil : 25 ml/min> 1£ffiy* : UV 220nm 
10 0 9 6] 

[ft2 7] 



V'N/ ^/^^ O^^CH3 



4_(^>->*;V^^-»-2-t Kn^M>X7JVft K(5.8 gK 4-7 n tBIif* (7. 
lmL), (10.5 g), J^fc-M-V** (3.8 g) * N,N-^^^*W7 5 

K(50 mL) Kjpx, M> -Bfe«#Lfco *t>Cftf, Bf^^-effilffi L* 0 *«W* 

ffifE^ 2004-3057477 



mm2 004-139144 



^-v : 43/ 



7A^D7>^7^-(»fxf^^t» Ttt«U 3MHb£» (8.2 g) **** 

>HNMR (CDCh) 5 I 1.26(3H, t). 2.14-2.23(2H, m), 2.53(2H.t), 4. 06-4. 20(4H, m), 
5.12(2H. s), 6.53UH, d). 6.62(1H, dd), 7. 34-7. 45(5H, m),7.81(lH. d). 

Hb2 8] 




4 .[ 5 .(^^y;Vt^>/).2-*^5)l'7x/^->]»f^(8.2g) * (1 

00 mL) fc»*U *V9A t-^KvF (4 g) &*nx.. MT-lfeftttbfco 1 M 

AT?«*Lfco ***«*U *»fl:£-*(5.2 g) frtttihi Ltftfc. 

gji^; 75-76 "Co 

Hfc2 9] 



HO 



.o 




8- (^>^;V**-»-2,3->?fc Kn-l-^>y***tf>-4-**#>»^>l'(2.5 «) 
* h ij7*tnftl (10 mL) fc»tf»U 42% JMfc**Bfc (0.5 mL) £2)1]*-. 60 t T 3 
0 frHDnfcLfc, lit. S®xf;Hf«HJL^o 

A7K*«t?«fflWUfeo ***a»H*tei:U »»xfjn?»aLfc. *rtWB**, A4a 

k**u **-t\ a***-* (i mL) t*Tifc. u 

A*#fco «*-^-^*^^*£Ji.U 3MHfrfr» (0.39 g) Sr^tLTHfc 

o 

Ik A 131-132 to 
[0 0 9 7] 

#%fc|4 Ko^y-2,3,4,5-fh7l:Kn-l^^/*^^e>-4-*^*->^f 



A* 



HO 



[ft 3 0] 




8 _(^i^**-»-2,3-^fc Kn-l-^>V**-fce>-4-*fl/#>«^>K3.5 g) 

(50 mL) fc»*U 10% ^9^9 A -ft* (0.35g) *fflV»T 3 H HStt 

7 1- (Sfif^'A*t>)-C'iliU MffrfrW (2-7 g) *»ftfttUtfft. 

{±5iE# 2004-3057477 



#M 2004-139144 



^-v: 44/ 



J H NMR (CDCI3) 8 : 1.25(3H. t), 2. 12-2. 25(2H, m), 2. 52-2. 68(1H, m), 2.89-3.11(2H 

, 3. 76-3. 88 (1H. m), 4.14(2H. q), 4. 23-4. 34 (1H, m), 4.78(1H, s). 6. 44-6. 50 (2H 

, m), 7.00(1H, d)o 

5 2',6'-v^ f;vb*7x-jM-A ;i//N*;V7*t F 

Uk3 1] 




-H 



3-^nt^>X7^ft K (18.5 g, 100 mmol K (2,6-v^ ^7xC«/)#D >Bfc(21 
.0 g, 140 mmol) £ 1 M £lg^ H) -7 A (200 mL)> i*/-* (100 mL) £ «t 

(200 mL) T^^S&Lfcf^ fh7«(h'J7x^ 

^7r/)A , 7-^A(0) (5.78 g> 5.00 mmol) £Snx-7t 0 T/l/S'V^BjSiT 
, 80TC t? 20 B#Fb1WL7^o EJ£&£#iM£> RJBiftKJicSriJP^WSR^^^ft^t. 

■C«a»», LTto m«r •> y * **** ^ A * 0 t b ^7 7 >f - (^*>~io« 

mt^^/^-^y) tml, mmik&w (20.4 g , 97%) ^ifertw^Lt 

MS m/z 211 (MH + )o 
[ft 3 2] 




2' e'-v 7 ^^-^^^^ — ;i/_3-*^/^;l/y*t K (18.5g, 88.0 mmol) * 1,2-V * h*~> 
(100 mL) isitff h7tKD77> (100 mL) OtlifcKitS? U 7.|c?£T-e7MStlb 
^St^M^A (1.66 g, 44.0 mmol) £Jnx.*:^ |WIST- 3 B#F.5, $f>KMST?3 B# 

k«#l^o Ei&?£^#^®**nx., g^m^^^^ttaiL^o mmm^^m^r-mwr 
y7^-do%~5o% vm*-**/^***) mmit^m (15.6 g > jr* 83%) 

! H NMR (CDCh) 5 : 1.66(1H, t, J=5.9Hz), 2.03(6H, s), 4.74(2H, d, J=5.9Hz), 7.0 

7-7.19(5H, m), 7.35(1H, d, J=7.5Hz), 7.43(1H, t, J=7.5Hz) Q 
[0 0 9 81 

fl| 7 ->-l, 2,3,4-rh7i:Knt7^ >-l-W * 

[tt3 3] 




1 oaet?» 6 *^ (6- KKO* ->-3. 4-v tKnt7^V >-l--f /WfHR^ 
fr&XV (2E)-(6-t Fn*->-3.4-^ + U>-l(2H)--f 'J T^B^^^m 
£»(3 34 gs 14.4 mmol) *jc*/-/I/ (70 mL) K****, 10% /t9^*A-Dt*(50 
% ^7(Cp D n > 0.2 g) SrijnxT, 7jC5g#B^T 0HJ&JEK M-C 18 «HB«#Lfco m 
fcSWUU tl^eilU;. jKti'/'J*m?A?n-?h^7^- (5%-30% 

ffilE# 2004-3057477 



#M 2004-139144 ^-^ I 45/ 

ftfxf*A*t^) t?tt«U *«frfr» (1.95 g> JR^58%) £#t3l?fe*Mfc^L 
MS m/z 235 (MH + ) e 
[tt3 4] 




o 



DDB1] 5-> h^v-l-'f >*V>(10.3 g. 63.5 mmol) <Dhfrx.> (150 mL) JKffift 
fc*frU ■ttflSTA'S-tfA (16.9 g> 127 mmol) £^L-f oJnx.fc&, M^ffl^T-? 

tlg2] #n a «£7-trh> (120 mL) ^'W 3 ? K (10.9 g, 64.0 mmo 

1) MM**) VJ» (12.3 g^ 88.9mmol) ilm^X, S5?f#fflKT. 1 «FBHBft«* 

Lfco BU6«*M4"C»Jfr^ »*x^fl'k*«:lni^fco *Wt«ltt*T«»l 

> mitM.-? * v ■> a *E*tti-*£i:rcJ:o. ft«Mb#w(i4.2 g. 94%) 

MS m/z 239 (MH + )o nMft ^ 

##0B 9 (2E)-[5-(<^ 5>****»-2.3-5>fc Kn-lH-f >7*>-l--f U f 

)V 

[it3 5] 




MU*^*>'SSE' ,, J xf '' 1 ' (4.75 g, 21.2 mmol) <7)Y)V^y (15 mL) ig&KTk 
3Hfc*HJ*A (60* «lte> 0.848 g. 21.2mmol) £^L1* oSnx.*:^ SS&*H*CTT 
50 TC t-eMtr 1 B#H«#L7to RJ6«**fcU 5-^>^^**^-W 
(3.36 g, 14.1 mmol) O WVJiy (15 mL) iiS^iTLt 4 l$|flUni*&X%L.£o M 

AtW, «ffi»*Lfc» 'J ? A ^nv h ^? 7 - (5«-30« IHfc 

fHfr&*(2.n g, flu* 49%) ^t^'jXAsatiifco 

MS m/z 309 (MH + ) D 
[0 0 9 9] 

10 (5-t: Kn^v-2,3-vt Kn-1H-W >f^-l--f * 
{flSS 6] 



miE# 2004-3057477 



#M 2004-139144 



^-v: 46/ 



(2E)-[5-(^>v^^^->)-2,3-^^ KD-lH--f Vf>-1-^ ^V-™ g 

6 81 mmol) (DS.fr (20 mL) 10% A-fc*(50* Hr*.Sw 0.5 g) 

fcinix., *3t#H2CT (J&fl&EE), 24 BtHI«#Lfc. tt«*«B0U 

m»iBLfco »S^y*m5A?n7b^7^- (5%~30% IM**.**/^** 
>) -CKMUL, &m<t&%B (1.45 g. JR*97X) 4:#fe«lJRW4: Uttfco 
L H NMR (CDCls) 5 : 1.28(3 H, t, J=7.1Hz), 1.69-1. 81 (1H, m), 2. 32-2. 44 (2H, m), 2 
71 (1H dd, J=15.3, 5.8Hz), 2. 77-2. 94 (2H, m), 3. 46-3. 56 (1H, m), 4.18(2H, q, J=7. 
1Hz), 4.7K1H, s), 6.62(1H, dd, J=8. 1. 2.2Hz), 6.70(1H, d, J=2.2Hz), 7.02(1H. d, 

Urn I *-|[(4-7x = W,3-fr'/-*-2-^)(^^)7? y]j»^/H*A» 
[ft3 7] 

CH, O 

##fl|3 8 fcPMMCLT, 4-7^-;V-N-7-nkr;Wl,3-^TV--;V-2-T5 >43«ty ? 4-( 

X H NMR (CDCls) 5 : 0.93(3H, t, J=7.7Hz), 1. 64-1. 74(2H, m), 3.40(2H, t,J=7.7Hz), 
3.9K3H, s), 4.85(2H, s), 6.72(1H, s), 7. 23-7. 42 (5H, m), 7. 82-7. 85 (2H, m), 7.99 
-8.0K2H, m) 0 

##01 1 2 (4- 1[(4-7 x - jki, 3-f 7 y-;v-2-^ ;V) (7*0 t ;v) 7 5y ] ^ f ;H 7 x 




mw* UHicu, 4-lC(4-7*-;wi,3-^ry-^-2-f^)(rae^)T§y 
] jH EISS^ f f.SM^»t*fei» 1 1 tllfco C* 67% 0 

J HNMR (CDCls) * : 0.93(3H, t, J=7.4Hz), 1.62(1H, t, J=5.8Hz), 1.64-1. 74(2H, m) 
, 3.40(2H, t, J=7.7Hz), 4.69(2H, d, J=5.8Hz), 4.79(2H, s), 6.70(1H, s), 7.24-7.3 
9(7H, m), 7. 84-7. 87 (2H, m) Q 

[0 10 0] . ^ 

##W1 3 (2E,4E)-5-(3-* Kv7i^*)^^-2,4-Vi^Ii^l' 

Ift3 9l 



?]c?£l,rt:4-*.**>'* n b>Mfcb 'Jif* (24.0 g, 95.9 mmol) 0TF?tK077 
y (100 mL) »«fc**ft* (60% 3.84g, 96.0 mmol) £4> L"f "^Dx.*: 

a*#B8«T-e 30 frmmftLfZo EJ&WLK 3-> ht^^TJVft K (12.3 g 
90 0 mo\)Of K°77> (100 mL) *«**TLTfi»T? 2 P»Nft*U N,N 

7 3 K (50 mL) * in *. T S £ 18 ftBSffLfc. RJiSiR*«E«»t 

tBSE# 2004-3057477 



VfeM 2004-139144 



^-v: 47/ 



JEEitaSLfco »v')*W7A?D7F/77^ uo%~3o% n^^/^* 
^»-effi8^ m.Mit^ (7.70 g. 37%) fcHfeflMKtoi: U#fc. 
MS m/z 233 (MH + ) e 

[ft 4 0] 




##$11 OtHIiat, (2E,4E)-5-(3-^ h*->7i-)V)^>^-2,4-^VS6xf 

J H NMR (CDCh) 5 I 1.25(3H, t, J=7.2Hz), 1.60-1-72(4H. m), 2.32(2H, t, J=7.0Hz) 
, 2.6K2H, t, J=7.0Hz), 3.80(3H, s), 4.12(2H, q, J=7.2Hz), 6.72-6.78(3H, m), 7.1 
6-7.22QH, m) 0 

##0015 5-(3-.* K->7i^)V)^? yW. 
[ft4 1] 




5-(3-;* Y^rl/y^-fr)^? y^^jV (6.01 g> 25.4 mmol) <7> x. * y - (50 mL 
) 43 J: Xf 7 Y *7 t K n 7 7 y (50 mL) *S£i£?£K2 M Tfcmft^ h'Jf A*t#?£ (25 mL) 

Lt, Mft£"^ (5.28 g^ JR3£ 99%) 

*H NMR (CDCh) 5 : 1.66-1. 70(4H, m), 2.36-2. 41 (2H, m), 2. 59-2. 64(2H, m), 3.80(3 
H, s), 6.72-6.78(3H, m), 7. 17-7. 22(1H, m)o 
10 1 0 1] 

###J1 6 2-* Y*y-6,7,S,9-T h vfc Kn-SH-'O V*[7]7 V* V >-5-* > 
[ft 4 2] 




mftu>(v)(io g) (70 mL) ^tfi-s-^* ioo x: T? 1 ^^»t 

, #<b^^t5-(3-y h+-/7x-JV)'<>?>i (5.28 g, 25.4 mmol) 

1 ISI^Lft. £)Si££7}c7kK&§\ ^^^^T'ttdiL^o ttm&tlilfn&i^fcT-ifc 

yyy4-(^*y-y~Z0% S|xf;i//A+t>) -CffllSL, faBft'fr* (4.02 g, 83% 
MS m/z 191 (MH + ) 0 

###.11 7 2-(^^^t*v)-6,7,8,9-f h7t Kn-5H-^>^[7]7>* l^>-5-* 



ffi8E# 2004-3057477 



ijfUt 2004-139144 



^-v: 48/ 



[ft 4 3] 



MS m/z 267 (MH + )o • , 

###J1 8 (2-H Kn^->-6,7,8,9-T h 7 t Kd-5H-^^7[7]7>5 V^-5-^V)i 

[ft4 4l 




MS m/z 249 (MH*)o 
[0 10 2] 

###J1 9 4-(*on>f *)-7-K Kn#V-2H-? >-2-*> 
[<fc4 5] 



If 



tK^T, 4-?nn7-bHlxf;V (14.0 g, 85.0mmol) £zgS£^ (30 mL) IzfefflL 
W^W-^ (8.81 g. 80.0 mmol) -fotin x. 2 ElW#L/:o 

k)S?S*7X*^a^ £C£@#£?!iflXU Tlc-Ci^iL a^L-C^M^(14.1 g, 8 

456) t#£o 

MS m/z 211 (MH + ) 0 

###|2 0 (6-t: KB*v'-l-^>"/7 7 , /-3-'f 
Hfc4 6] 



[Ifll] 4-(7no^^)-7-1i FB^y-2H-^a^>-2-t>(10.9 51.8 mmol) i: 
1 M Mitt \ '1 "7^7jCj§m (500 mL) OzS"£-?£& 2 nmimMMLfZo R)S?££$t<$ 

27 g, 83%) fc^feSSJIii: LT#>to 
[Ig2] *p d p (9.85 g. 51.3 mmol) mL) KSP§£-<^ iBMB (5 mL) 

2004-3057477 



mm 2004-139144 



s<-v: 49/ 



. «Eifc»Lfco aitJ/'J*m?A*0^b^7Y- (10%~50% »b^*/ 
(7.38 g, JR^ 70%) Sr^Stfe-TUXAafc Itftfc. 

MS m/z 207 (MH + )o - , 

##$12 1 (6-fc Kn#->-2,3-yK Kn-i-^>y7 7>-3-^ MffiK^"' 

[ft 4 7] 



(6-fc KD*y-l-/<> , /75>-3-'fA')fti>fA'(ll.4 g, 55.3 nmol) <r>*9J—fr 
(100 mL) 10% ^7y'7A-M(50!i 2 g) *Unx.> ***HaCT (H 

»BE), M-e 18 B#KWtfCo ttlifcitBUU Lfco 

)V*7A7n7F^77^- (20%~-50% T?tt«U #"b^7t@ 

fttSixf;V-A^ty^P,Sfe B s Lt, Mfll'6«(8.74 g„ W 76%) fc&feT-'J 

MS m/z 209 (MH + )o 
[0 10 3] 

###lj2 2 2',4'-->V^;Hf 7 *--3-*A'#>*-x^-*' 
Mfc 4 8] 

(2 4-^f^7i^^)**n^ (3.0 g, 20.0mmolK (4-3 
g, 18.8 mmol). »y7A (9.8 g, 30.0 mmol) fci*/"-* (20 mL) Siirb/Wt 
>-(80mL) 0»#»«KlniL, T^^>S^L^> f F5^(F'J7xX^7< 

v-7 A(0)(0.30 g> 0.26 mmol) *im*.fco KJ&ilEtrTA'rfVffflfcT, 70 *C f 
18 B#W«#L7Co Ri6****Plfc 4 hT?««U tfco 

U M-ffc-fr* (5-0 g. JR* 100%) Sr^feW^t L.T#7to 

X H NMR (CDCh) * : 1.39(3H. t, J=7.0Hz), 2.23(3H, s), 2.37(3H, s), 4.38(2H, q, 
J=7.0Hz), 7. 02-7. 54 (5H, m), 8.00-8.05(2H,m) o 
##£82 3 (2 , ,4'-v ? ^^;V'H - 7i-;V-3-'f fr)* 9 
Hb4 9] 




2> 4 -_- ; ;^^.;nf7i^;l'-3-*;l'5K>^x--f-;v(5.0 g, 19.7 mmol) W^Jcx h v t: 
Kn7 7>II (50 mL) fc*«nF, **ffc 'J * * A T )U 5 - -7 A (0.91 g, 24.0mmol) 

*jbnx., Stt 3 B#M®#Lfco RiS****?frtfclfe, *BH-b 1 ;** (8. 

0 g 24.8 mmol) fciJUiU Mt 1 iWLt. *fffl L ****** ? * h«®L 

ffifE# 2004-3057477 



#12004-139144 



s<-*J: 50/ 



1 H NMR (CDCh) $ : 2.24(3H, s), 2.36(3H, s), 4.73(2H, d, J=6.0Hz), 7.00-7.45(7H 



##15112 2 tmm-LX^ Z--zru*s<>X7)\>TT£ K*3 «t t/(2.4,6- b U * W7 
A')^nvBl*»&«a'fb'&*S:«ft'fe«l«t*i:L i r»fco ft* 76%o 
MS m/z 225 (MH + ) Q 
[0 10 4] 

#%^HJ2 5 (2 , ( 4',6' -b 'J ^f-;Hf7 A-;V-3-f ^^-^ 



2' ,4' ,6' - b 'J ^ f-/Hf7i-)l'-3-* /W*;l/7*l£ K(2.36 g, 10.5 mmol) J '- 
/U (20 mL) fc»#U i©»»i:**ft*')«t b U *A (0.40 g, 10.6 mmol) 

fc 0 7K<tT-e3 ftmmwL?z&, &mmm m^mm zmz-, wm^^ibmL 

l^v";*yjv*5A^D7h/77-f- (Sfxf;i/:AJrt>=l:5~-l:2) C#U * 
JBflS-fr* (1.66 g> ft* 70X)tifeatfti:Lt^o 

X H NMR (CDCh) 8 : 2.00(6H, s), 2.33(3H, s), 4.73(2H, d, J=6.2Hz), 6.94(2H, s), 
7. 00-7. 42 (4H, m) Q 

##fS2 6 (2',6'-v^^;V-6-> F**/e7i = *-3-'f*)^^^-»' 



F + !/-5-*;^ >7 x-^)*-n ft* 76 

%o 

X H NMR (CDCh) S : 2.0K6H, s). 3.74(3H, s), 4.65(2H, d, J=5.2Hz), 6.97(1H, d. 
J=8.4Hz), 7.03UH, d, J=2.2Hz), 7. 06-7. 24 (3H. m), 7.35(1H, dd, J-8.4, 2.6Hz)o 
##{?!! 2 7 3-(l- / <> , /fiV-5-'(;l')^^X7;l'7't K 



###12 4 2' ,4' ,6' -bi;^^;i/e7x-^-3-*^;V7*v: K 
Mb5 0l 




Mb 5 1] 




H"fc5 2] 




[ft 5 3] 




###]2 2 fcH^lCL-C, 5-7n*-l-^^/ft7xyj5j:O f (3-*;V5;V7i-^) 
# n >»*»^jaMfc^»***fe}lltt*t fT#7to ft* 70» o 

HliE# 2004-3057477 



B$m. 2004-139144 



^--y. 51/ 



MS m/z 239 (MH + ) 0 
10 10 5) 

###|2 8 [3-(l-^> % /-^J->-5-'f *)7ii*]>^-* 
[ft5 4] 




.OH 



3_(l./<yyf x>-5->f ;V)^^X7;Vf t K (3.9g, 16.4 mmol) fr-x^y-fl/ (80 m 
L) feitfx KD77> (20 mL) U 7k?£Lfco £*>»ifcfc*3IMb*f 

h';-7A(0.62 g, 16.4 mmol) fcJnx-fco *«TFT? 3 B#TO#L7t&, £»t£K*x 

flS-Mfc (3.9 g, W¥ 99%) ^ife^'iXASHtllfco 

: H NMR (CDCh) $ I 1.73(1H, t, J=6.0Hz), 4.79(2H. d, J=6.0Hz), 7.35-7.63(6H, m) 
. 7.68(1H, s), 7.94UH, d, J=8.1 Hz), 8.04(1H, d, J=1.8Hz) 0 

###12 9 3-(i-^> V-^^>-3-^ ;v)^>X7;vft: K 



(3-*^5JWx-;v)=Kn>® (1.7 g, 11.3mmol)> 3-7*n^-l-^^/f *7x>(2. 
0 g, 9.39 mmolK RSHrv^A (4-6 g, 14.1 mmol) S-fr (lOmL) iJ-tlFb^ 

i> (50 mL) Oft^»*HlJPx, T;vrf>g^t^ f>7^(h'J7x-^7 
r/)/<5y^A(0)(0.20 g, 0.17 mmol) *Mz.fz 0 T )VZf >#H^T\ 70 *C 

T? 18 B#fS!«L£ 0 RJS**»*Hk b-CitaU Lfc 

5) KttU faHfr&fc (2.1 g> iR* 94%) tWtfe»*tttt#fc, 

MS m/z 239(MH + )o 

##0J3 0 [3- (1-^ V 7f x >-3--f ;v) 7 x - ii-] ^ ^ ^ " ^ 



3.(!.^>>/f x>-3->f JV)^^X7iVf t K (2.1g, 8.81 mmol) ©**f b9tKn 
77>§lS[ (30 mL) K*#T\ **ffeyf-*ATJl'3~*A (0.37 g, 9.75 mmol) *M 
x.> mtat?2 B#IW*#b*:. Kfi5*tt**ifrl,fc3L (3.0 g 

5.74 mmol) fciOiU ISt 1 SWffU. *fffl Lfc****** * ht?jt«L. 4* 

-9-^=1:5-1:3) KftU MftM (2.0 g. Jfc*95%) t*ft*Wli:U#fc. 

J H NMR (CDCh) $ : 1.72(1H, t, J=5.8Hz), 4.80(2H, d. J=5.8Hz), 7. 35-7. 64(7H, m) 

, 7.88-7. 98(2H, m) D 



Ut5 5] 





[it 5 6 ] 



OH 



[0 10 6] 



ttiliE# 2004-3057477 



#11 2004-139144 



*—*J : 52/ 



##^3 1 3-(2-^f)l--l-t7f;l')^^X7;i'7'K K 
Mb 5 7] 




5 i: Hfttc LT> i--/n^-2-^ 7 * vis £ (3-* ;V5fl'7i-n')*' 
n>»*«>M'fb'fi'i»**ftferti3RWk Uftfc. 65% 0 
MSm/z 247 (MH + )o 

##$13 2 [3-(2-^fW-t7fA')7i-A']^?/-^ 
[fb 5 8 ] 



3_(2_^^;i/-l-^-'7-f-;l')^>XT;l''7't; K(2.39 g, 9.70 mmol) £l,2-~>*^ h^v^ 
*y (10 mL) iSitfx b 7t Vuyy> (10 mL) OiiiftK»»**, tK^p TfTfcSHb^ 
■7*^- PJ7A (0.189 g> 5.00 mmol) £Jnx.fc^ H»"C 3 WfflfflfrLfco RJ&ftH 

•7 At«t, ^ffiitlt L fc„ 5S$fc* y'J*W7A7D7F777^- (5%~30XBfc 

t«l, SEfMt-a* d.96 g, jr* 8i%) ^m^m^mmo t 

*H NMR (CDCls) 5 I 1.66(1H. t, J=5.9Hz), 2.03(6H, s), 4.74(2H, d, J=5.9Hz), 7.0 
7-7.19(5H, m), 7.35(1H, d, J=7.5Hz), 7.43(1H, t, J=7.5Hz) 0 
###!)3 3 4'-fc Kn^rv-2',6'-^>'f-^-3-e7^-^'*;W < f;VT'li K 

[ft 5 9] 




;p)^n>^^P>^M^iJ : Sr^llfe^^i: tT#7to i|X^83% 0 
MSm/z 227 (MH + )o 
[0 10 7] 

###U3 4 2-(4-7D?-3-^fJV7iy^v)7f7t Kn-2H-t:°7> 
[ft 6 0] 

4.7n^-3-^f;i/7x;-* (4.72 g> 25.2mmol)> 3,4-v t Kn-2H-tf 9 > (3.18 g 
, 37.8 mmol) £ £ p- h fl/iV* U v- f A (0.628 g> 2.50mmol) O'Jir 
vv*9> (100 mL) mWL*. Mza-C 24 HWitfLfe. Rjfc«Sr*-e«i*U *S3fc*R 
th'J7AT« *ETT?»**«*Lf- MffrS* (7.11 g> *RJ&©3.4-5>fc 

miE# 2004-3057477 



mm 2004-139144 



53/ 



'HNMR (CDCb) S : 1.58-2.06(6H, m), 2.35(3H, s), 3. 56-3. 63 (1H, m), 3.83-3.91(1 
H, m), 5.37(1H. t, J=3.1Hz), 6.77(1H, dd, J-8.8. 3.0Hz), 6.95(1H, d, J=3.0Hz), 7 
.39(1H, d, J=8.8Hz) 0 

###13 5 2'-pi^-;V-4'-(r I>7t Kn-2H-^9>-2-'f^**V)lf7i->l'-3-**' 
Mb 6 1] 




£ ^ (3-* ;H;V7 **n y|»(,MfttlrtXAftl«l i: L T#fco JR¥ 82% 

(2 m@)o 

X H NMR (CDCb) 5 : 1.53-1. 77(3H, m), 1. 86-1.91 (2H, m), 1. 98-2.09(lH, m), 2.25(3 
H, s), 3.61-3.68(1H. a), 3.91-3.99(1H, m), 5.48(1H, t, J=3.2Hz), 6.95-7.00(2H, m 
), 7.150H. d, J=8.3Hz), 7.53-7. 60(2H, m), 7. 82-7. 86(2H, m). 10.06(1H, s). 
###13 6 [2'-^^;l/-4*-(T- h7 t KD-2H-t?7^-2--f x. 4 & 

Ut6 2] 




###0 6 fcHtftKLT* 2'-^f;M'-(f h7t Kn-2H-tf^>-2--< kT?^ 
^^-3-*;wfA'7»t K*»6*«fl:-ft**#Hi«i«»fc LTftfc. 89% Q 

! H NMR (CDCls) * 1.59-1. 76 (4H, m), 1. 85-1. 90(2H, m), 1.97-2. 11 (1H, m), 2.25(3H, 

s), 3.60-3.67(lH, m), 3. 91-3. 99(1H, m). 4.73(2H, d, J=5.8Hz), 5.46(1H. t, J=3.1H 
z), 6. 92-6. 97 (2H, m), 7.14(1H, d, J=8.1Hz), 7. 22-7. 41 (4H. m) Q 
[0 10 8] 

###J3 7 [6-(3-?Dn7*n#+v)-2,3-yk Kn-l-^> 77? >-3-^ 

Hb6 3] 



-CH, 




(6-fc Kn^y-2,3-yt Kn-l-^> 77 9 >-3-< f-*- (2.71 13.0 mmol 

) l-7DWnn7'n;r/ (2.46 g. 15.6 mmol)& N,N-^f-^**A7 5 

K (15 mL) KiSJRU 0m*W& (1.98 gx 14.3 mmol) £Jnx.T, ^St#B^.T> 3 
St? 24 B#W«*|*Lfc. RiS«*3flE*»U 7jc«riPx.-C, ft»xf ^-eittlfc. ttlffi 

^*7A?D7F^57-(- (5%~30% Hs*J^>l'/^**V)T?ll!»U ^aflS'&W 
(2.95 g. W 80%) **frfe«tt«fc LT#fco 
MS m/z 285 (MH + )o 

##0!|3 8 4- | [ (2- 7 i - ;vxf ^) (4- 7 x - ;V-1, 3-f 7 7- ;V-2-^ JV) 7 5 / ] ^ f 

ttifiE^ 2004-3057477 



mm 2004-139144 



^-v: 54/ 



[ft 6 4] 




4-7x^Jl/-N-(2-7i-JHf )V)-l,3-f 7'/-;V-2-7 ? > (4.63 g^ 16.5 mmol) V> 
N,N-^f;V**A75 K (50 mL) »«C£**ft*- h U * A (60% 7i1±> 990n* 24.8 
mmol) **DX.T 30 $MB*B*L;fc»> 4-C/n (4.54 g. 19.8 m 

mol) fciTCx-fco S^fttlil-M B*H«#L;fc^ RlSfK^TlcSrlJDx., ftW-x^-CHl 

-fi»L, *8ft£* (3.39g> JRsM8») *Stfe**#tf& t LT#£<, 
X H NMR (CDCb) S : 3.00(2H, t, J=7.8Hz), 3.69(2H. t, J=7.8Hz), 3.90(3H, s). 4.7 
1(2H. s), 6.76(1H, s), 7. 18-7.41U0H, a), 7.86-7.88(2H, a), 7.98-8. 00(2H, m)o 
##«3 9 (4-|[(2-7i-;l'Xf^)(4-7xiW,3-f7 > /-*-2-^)7U]^f 



##W4 lfcH*»CLt\ 4-|[(2-7x-*xf;l/)(4-7x-)M,3-f7y-JV-2-'f 

X H NMR (CDCb) 5 I 2.99(2H, t, J=8.1Hz), 3.68(2H, t, J=8. lHz),4.65-4.69(4H, m). 
6.74(1H, s), 7.19-7.41(12H, m), 7. 87-7. 90 (2H, m) G 
[0 10 9] 

##0!) 4 0 4-[(2-7 i ^;P-lH--f > K-/1/-1-4 * 



2-7x-H>K-^ (4.2 g, 21.7 mmol) iSi tfifcfcft-M- V * A (60%, f*tt. 0.96 
24 mmol) Of F5tKn7?> (90 mL) ^iW N,H-^f A»**A75 K (10 mL 
) *«***T20fl-H»#Lfco Rj£*fc4-(7n**^/lO£&#Bt**;i' (5.0 g. 21. 
8 mmol) ^JDx., MT? 18 B#HI«#Lfco x. >lblC»**:Jni^, WW.^)^ 

10-1:5-1:2) t'ttU SSft^iJ (2.8 g. 38%) fcjfclfejfrRVlfc LT#fc 0 
MS m/z 242 (MH + )o 



[ft 6 5] 




[ft 6 6] 




tt5liE#2 004-3057477 



#02 0 0 4- 1 3 9 1 4 4 

MK6 7] 




4-[(2-7*-;V-lH-'f > K-^-l-'f ^)^^-A']3cJi.#*>^»'(2.8 g. 8.20 mmol) £ 
te 7 Jcx h?t KD77> (100 mL) CfiU 7fcfcLfc 0 <LOi£?£K 1.5 mol/L *3Ht 
^ y 7"f ;V7 ;V 5 - f A(D h ;l^x (13. 5 uL, 20.3 mmol) £tTSTL£o £<D?#i£ 

^M*v"J*^^^ D ^^^ 97 ^ - (TO^^;v:^^-9->=l:4~l:2) fcttU *S 
-ft^fe (2.25 g> iR^ 88%) Sr^fertlftW LT#/t„ 
MS m/z 314 (MH + ) 0 

##0!I4 2 |4-[(2-^^;V-lH-W > K-)l'-l-'fA')^f^]7x-^l *9J~* 
Ht6 8] 




##W4 O43«tZ>'##09 4 1 tmmKLX, 2->^;V-r>K-^i3j:y f 4-(7'D^^^ 
JV^i^^^-^^^M-ft^*^^^ (JR^ 14%) tLX'fttZo 
MS m/z 252 (MH + ) D 
[0 110] 

##fa|4 3 4 , -(^>v^*^v)-2\6'-->*^f->'l'-3-^7^-^7J;WN';V7 : 'li K 
[ft 6 9] 




4'-t KD^i/-2',6'-y^f)l'-3-t:*7i-)l'*^;V7'li K(2.26 g^ 10.0 mmol) £ 
j;t>^y->*JV^n5 K (3.42 g, 20.0 mmol) <D N,N-v * T 5 K (10 mL) i§ 

ifctc^t®^') -7^(2.76 g^ 20.0 mmol) **Dx, 70 *C T* 2 $$fflffiWL?z 0 

iR.x.f-fl//^**:') "CiR»U Mft-fr* (2-90 g, 92%) Sr^-feffi^i: LTfl 
MS m/z 317 (MH*)o 

##®)4 4 [4'-(^VyW^y)-2',6'-y^)^7x-)W3-^V]^ 



£HhE# 2004-3057477 



#H2 004-139144 



^-v I 56/ 



Ut7 0] 




6 t H»£ L T , 4' - y V JU * * -» -2* , 6' - V * * *-3- £ 7 i - * 7J ->W< ;V 

J H MMR (CDCb) $ I 1.65(1H, t, J=5.9Hz), 2.01(6H, s), 4.73(2H, d. J=5.9Hz), 5.0 
7(2H, s), 6.75(2H, s), 7.07(1H, d, J=7.3Hz), 7.13(lH,s), 7.30-7. 48(7H, m)o 
##M4 5 4'-(2-i h^yx h^v)-2',6 , -v^^^-3-tf7^-;V*;V'^ < f^7't; K 
[ft7 1] 




4'-fc Ka^y-2 , ,6'-y>f;V-3-lf7i-Jl'*;l'^ft K(8.52 37.7 mmol) £ 
tZ? Wnnif^ J.--f-;v (6.15 g> 56.6 mmol) <0 N.N-y^f **^A7 

5K(40mL) mfcfcfeM* ') (6.25 g, 45.2 mmol) is X V s 3 ') * -A (1.25 g 

, 7.54 mmol) *iH;U 80 V T'18 ^M»t^ 0 E&ifcKTKSrlrax^ ifcm^-f-^»ai 

mi^ 1 ) *W7A?07 b^9-7-f -(5%~25% ff^^-rt-/^*^) t"iIL.> 

(10.0 g. JR^ 89%)*iS^fft^i: LT#^o 
MS m/z 299 (MH + )o 
[0 111] 

###J4 6 [4 , -(2-xh^yxh^y)-2 , > 6 , -y^f;H^7*-W-^^]^^-^ 
[ft7 2] 




4^(2-xh^yxh#y)-2',6*-y^f^-3-t*7x^;i'*;W^fll K (2.39 g> 9.7 
0 mmol) £1.2- v'* b*->^*>(20 mL) 33 <fc IfT h5tK075> (20 mL) Olli: 
7k<tTT-#*fb*?S?:>- h U ? A (0.227 g> 6.00 mmol) tin POi&T' 

y;u*7A^a7h^77-f- (20%~50%TO^^^/^^'9' > ) T*NKU SWb-fr* 

(3.55 g, JR* 98%) Sr&feSSHifcL'Cfffco 
MSm/z 301 (MH + )o 

##084 7 (6->^>v^*^v-2' ,6' -vV^JHf 7x-JV-3-'f ^)> 



tBiE# 2004-3057477 



#0 2004-139144 



^- v I 57/ 



Mb 7 3] 




37%o 

J H NMR (CDCla) 5 I 1.56UH. t, J=5.6Hz), 2.04(6H, s),4.65(2H, d, J=5.6Hz), 5.03 
(2H, s), 6.96-7.44(llH, m) 0 

##®I4 8 5-[(2',6'--7^f)Hi*7x-JW3-'f^)^ Y**s]-W-< > K-*- 
[ft7 4] 




(2',6'-v^^;Hf 7 ^-frS-J fr)* 9 (l.Og, 4.71 mmolh 5-tKn^f->^ 

>p-/l, ( 0 . 6 3 gN 4.73,mo1) £>' MJ ~7"f-)Vifr7s~7 4 > (1.5 mL. 6.02 mmol) <Drr 
h7tKn77>(30 mL) *»**#U 1. 1*-(T V>># ytf^'J V y (1.6 g 

, 6.34 mmol) fc^g-fojjnx., SiSf 18 f$ra«£#L£o RjSHtfcSW^-^MSO 
mL) **nx.. tfffiLfcWa*«Sl)LT, »«**Eift»Lfco ^v'J*^*5 
A^n-7h^77^f- (^j.^;w:^^-9->=1:10~1:5) t»8LT, faMfrfrW (0. 95 
g, 62%) «fe»tliat#fc. 
MS m/z 328 (MH + ) C 
[0 112] 

£#M 4 9 2-7 5 / -5, 6- v fc K n -1, 3-^ > V* T V- *-7<4H) -* V*ffc**«til 
Ut7 5] 




2-^Dn-3-t Kn^y->?UA^t-2-i"/-l-t>'(4.4 g> 30 mmol) . TjrWM (2.6 
6 g, 35 mmol). j3 X Zfz- ? J (15 mL) <DW&ty* 1 HS»«Lf:. WJ&m& 
m*VJV7W)Vx.-7-)\s(50 mL) tfRl, *fffiLfcB#*aWU y-fv7nE>x 
-r;V"C-ife^m, R&LT, (3.90 g. M 52%) fc&fettfifcLT^fco 

*H NMR (DMSO-de) S I 2.0-2.2(2H, m), 2.44(2H, t, J=6.2Hz), 2.77(2H, t, J=6.2Hz) 
, 9.38(3H, br s) 0 

##$)5 0 2-^DD-5,6-yt KB-l,3^J' , /f 77-*-7(4H)-* > 
Hfc 7 6 ] 




tBSE# 2004-3057477 



&m 2004-139144 



^-v: 58/ 



2-7$ ;_5,6-yt Yu-l,$-^y^/+TV-)\>-l(m)-*>%itjkW®& (3.75 g. 15 
mmolK m*M.it%—M (2.01 gs 15 mmolk h'J*f*7 5V (1.5 g, 15 mmqlK &<fc 
O f 7-feb-h , ;^(50 mL) fcijcflrF, MtilR (1.70 g. 16.5 mmol) £ 

Ji/rSS^v^y^AvA^nv h^57-f - (Ac0Et:hexane=l:19~l:l) -CffiSJLT 
, ^H-ftfrW (2.3 g, 1R^82%) «r*»fe«l**fcL-C»fc 0 

'HNMR (CDCh) 5 : 2.15-2.30(2H, m), 2.63(2H, t, J=6.1Hz), 3.02(2H, t, J=6. 1Hz) 

###H5 1 2-[(3-7x^->^^^*)f*]-5,6-yt Kn-l,3-^> V^7V-JV-7(4 

H)-*> 

[ft 7 7] 




3-7i^'M>^^n'J K (2.84 g. 13.0mmolk ^^^.^ (1.22 g, 16 mmol). 

(30 mL) 1 «FlWJPJftSI«L.fco RJ6iI'fr»fc 1 M HJ 

■>A*»«(20mL) £JJI;U 1 B#F^»m^t^o KJ£*I£**#iP LT. 2-* 

nn-5,6-yt KD-l,3-^>7f7 V-/1>-7(4H)-* f (1.55 g, 7.99 mmol) M 

a-e 3 B*m«#Lfco Kis»fr** 1 m u SSxf^-eiflJLfco «® 

3&y;l/*7A^nvb^77^-(Ac0Et:hexane=l:19~l:l) t«SLT, Ml"t^-$J (2 
.67 g. JR*91%) *^ffe«UtLt#fc, 

*H NMR (CDCb) S : 2.12-2.23(2H, m), 2. 55-2. 62(2H, m), 2.96(2H, t, J=6.2Hz), 4. 
44 (2H, s), 6. 90-6. 96 (1H, m), 6. 97-7. 04 (2H, m), 7. 04-7. 17 (3H, m), 7. 27-7. 39 (3H, m 

)o 

[0 113] 

##fll5 2 2-[(3-7x^^VyJWftR5,6,7-f h7tKo-l,3-'<^ > /f7y 

in: 7 8 l ] 




2- [(3-7x;^y^>^;l')ft]-5 1 6-yt Kn-1, 3-^> V*-7 »/-*-7(4H)-* > (2 
.50 g. 6.80 mmol) Of b 7 Kn 7 9 > (50 mL) tK^T. TK^-ffc V ^ * * T 

;l< 5 z >7 A (280 mg) Sr^i^oflUX^ RiaT?l B#ra«#Lfco RlSS-fr* b V 

t> A +7K3n^ (1.5 g) Srinx. M"C 1 B#Wm#f£u 7F*§%£if.gUL£o *ifc**EE 
*«LT, SE«-fk^fe(2.20 g.'W87%) ^ifeMfttLTftfc. 
J H NMR (CDCh) 8 : 1.77-2. ll(5H, m). 2. 59-2. 85(2H, m), 4.35(2H, s), 4.85-4.92(1 
H, m), 6.87-6.93(lH, m), 6.96-7. 04(3H, m), 7.07-7. 15(2H, m), 7.23-7.37(3H, m)» 
#flfl5 3 |2-[(3-7i/^rv"<>'v ? ^)^^]-4,5,6,7--r b7b Kn-l,3-^>^T 



fcHSE# 2004-3057477 



2004-139144 



^-v: 59/ 



Ut7 9] 




2-[(3-7 x. J * y v fr) ftH5,6,7-f h7tKn-l, 3-^ > V* 7 V- ;V-7-* 
-;V(2.00g, 5.41 mmolK i£ft?-*-;V (0. 723 mL) 5$ &V 1 h fr^y (10 mL) OTS^tr 

*mja-c- 3 wmmnLtz 0 RjB&&wzmmL. mismzT v?* k* 77X10 mu 

fc*#U 7D^|yxf]V (1.60 g* 10 mmolK 7XMk^ h '1 fA (60% ffitt* 400 mg 

)&S:V ! f-\-7K Kn7 7>(20 mL) ori^KMS-eirax., HiS-C 3 ^FH^;#t/Co S 

i m mmx^mL, mm^+fr-ewimLtzo ^mmz^ ma&}£&~eM& 

? 7 <f-(Ac0Et:hexane=l: 19-2:1) T^iiLT. ftWb^» (2.73 g, £*») *i$M 
Lxmzo 

X H NMR (CDCls) * : 1.19-1.33(6H, m), 1.69-1.95(4H, m), 2.73(2H, t, J=4.9Hz), 3. 

52 (1H. d, J=9.0Hz), 3. 63-3. 75 (1H. m), 4. 06-4. 27 (4H, m), 4.3l(2H, s), 6.85-7.15(6 
H, m), 7.21-7. 37 (3H, m)o 
10 114] 

mmmi K5-[(3-7xy*^>y*)**5']-3.4-^t Kn^^i^-i-^oHBfcm^- 



[ft 8 0] 




[Igl] *JfrLfc*X*.>B5fll 1 (20.2 g. 90.0 mmol) ©.h^^ (100 mL) 

fefcizfcmiti- h'J^A (60% v#&> 3.60 g> 90.0mmol) 4r^L1* oifflx.fc^ MSt# 
H$C7"C 50 X: 2-e#iSL.T 1.5 B*M«#Lrt:o RJfcifcfczttfrU 6-> h*->-l-r b 
7 n> (10.6 g> 60.0 mmol) <0 b fox- V (100 mL) £ ?&T L "C 10 BfKiJDi^siE L£: 

A-CWMfe, «EE»i«L.fco »*t*/V*y**?A^n7h^7^ -(10%~50% TO 
xf»/A*tv) -C«S£L-C. (6->> h*'/-3,4-yi: Knt7^V^-l--f Jl'JftSlxf' 
fr&XV (2E)-(6-^ b^rv-3,4-^K FP^7 ^ V>-1(2H)-^ 'J f^JW^f 

®(n.o g) ^mn^mmntLxntio 

LJM2] ttiv^^r/ (300 mL) fc»#U MMftT -78 D t 1 M - 
^<ffc;*7ltv?nn.* ? > (135 mL% 135 mmol) jfrtt^MTtt^ ra?&t?4 B#W> £a*T? 
MfCSfeK 1 B#K»Lfc 0 jKJ&fE*7X^L7t^n^7K^-?-h'J<7A7RM^J)D 

x.> aa-e 12 «fw«#tfco «ffl*#iiu ia«i<tii[*-ctt»- % &**a-r* r *->* 

(2E)-(6-t Kn^'>-3,4-v?Vi Kn^7^l/>-l(2H)-W , )f , /)IPR*f»'OS 
*»(5.5 g) **t$6ftM*4fefc Lt#t. 
[IS 3] (25 mL) fc»#U 3-7x7*^^^7^3-^ (2.40 

ttiiE#2 004-3057477 



#H 2004-139144 



s<-p: 60/ 



g, 12.0 mmol) 33 i XF Y V -ff-fr** "7 -f > (2.99 mU 12.0 mmol) SriDX-tT*.^, 1, 
l'-(7-/y* t'^V y X3.03 12.0 mmol) £ <£ O^V l>7fcKn77> (1 

50 mL) *iO;U SS?#ffl^T\ IS-C 8 l$ffij»L*:„ £ $ffi£St U 

i;hjvxv/^t>(2:i) m&mmzMz-&ztKa y)^^>yfmm^mmLtz 0 mm 
zmmmnisL, nb*itznm.*v')*r**7^* u ~ xr + ?? 7 '<- (5%~io% m®.*-* 

;v/A^t>)tiSLt, IS-fe^^coftM-fk^ (2.33 JR^ 70%) £3k£J&$>£L, 

MS m/z 415 (MH + ) 0 
I 0 1 1 5 J 

$*0I2 |6-[(3-7W*v^>i^)**v]-3,4-vi: Knf7 * V MWP® 
[<k8 1] 




|6-[(3-7*y*v^>->*;i0**->]-3,4-vt: KDt7?U>-l-fJM»f^ (0- 
622 g> 1.50 mmol) (3 mL) j3 X ZFt b 7 t: Kn "7 v > (3 mL) 

2 M TtcmfbT" h (3 mL) ZMx.. Ifit 1 P#K$ 70 "C T 5 B$Pflm 

7A?D7^77^- (20%~80% Slxf)V/A^f/)T-i8U ft»if-*-^# 
•9->j&»<bWfe&LT, ScBft-g* (0.198g, W 34%) «r«tfe«MfcJi t t"C#/S. 
MS m/z 387 (MH + ) 0 , . . 

3 (2E)-[6-[(3-7 * J * v^) * * v]-3, 4-v U'nt7?l/ >-l(2H)--f 

Ht8 2] 




asfefflfcOfEaft-fr* (0.42 g> 13%) Sr**«l©rtfe*WfcL,T#/io 
1 HNMR (CDCh) S : 1.3K3H, t, J=7.2Hz), 1.79-1.88(2H, m), 2.76(2H, t, J=6.1Hz), 
3. 15-3. 20 (2H. m), 4.19(2H. q, J=7.2Hz), 5.04(2H, s), 6.23QH, s), 6.71(1H, d, J 
-2.5Hz), 6.79UH, dd, J-8.9. 2.5Hz), 6.96(1H, dd, J=8.1, 1.9Hz), 7.01(2H, dd, J- 
8.6, 1.0Hz), 7.08-7. 17 (3H, m), 7. 31-7. 37 (3H, m), 7.61(1H, d, J=8.9Hz)o 

mmm 4 <ze) - [6- [ (3-7 * j * i"< > & n>) * * ->]-3, 4-* * k n ± 7 9 u >-i (20 - 4 
vr>mm 



ffi|E# 2004-3057477 
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^-v: 61/ 



iitS 3] 




t&M 2 tmm~ LT, (2E)-[6-[(3-7*>'*'>^>^^)**">]-3.4-S?fc Knf7 
* l/>-l(2H)--f V f >]*Blif )U*»«)iaift#»t*fett*fl t ttflft. W 41% ( 

MS m/z 387 (MH + ) 0 
[0 116] 

HMfll 5 (6-((3-7xM5"< > v ;V) t*3/)-l,2,3,4-f h 9 K KB-l-t7 * 1/-*) 
[4b8 4] 




(6-((3-7 x ^ v"? > •>* )W t ^ -»-3, 4-y t Kn-l-t7 9 l'—A')IM(t :t *"*'(1.04 
g. 2.51 mmol) 2,2'-etf';^^ (0.197 g> 1.26 nmol) 01,4-3^***^ (10 m 

L) »«K10% ^r/'^-^f (50%. -fraKS* 0.2 g) itin*.. 7K^#H^.T (JU&EE) 

7A?n7^77-f- (^^>~30% ftixf*A*t>) Tfffllftlt, gEfifrg- 
Jgj (0.481g, 4X^46%) fcfcteflMfcWfc LTftfco 
MS m/z 417 (MH + )o 

mMM6 (6-((3-7xAy^>-7*)^^y)-l,2,3,4-f b 9 t Kn-i-t7?V-)W 
[ft 8 5] 




(6- ((3-7x^y^>y*)t^y)-l,2 1 3,4-7F7tKo-l-t7 * V - 
•f^ (0.481 g. 1.15 mmol) <D x * y - ;V (4 mL) $5i.Xff- b 7 Ko 77> (4 mL) fl 
-gitifct" 2 M *BKb-J- b U f AtKM (2 mL) £*Dx.> ISf 9 B#^3*#L£o 

L-T, (0.360 g. «U£ 81%) S:iMttStLt^. 

1 HNMR (CDCh) $ I 1.68-2. 00 (4H, m), 2.56(1H, dd, J-15.5, 9.9Hz), 2. 65-2. 81 (3H, 

JfciE#2 004-3057477 



<$m 2004-139144 



^-v : 62/ 



m), 3. 27-3. 35 (1H. m), 4.99(2H, s). 6.67(1H. d, J=2.6Hz), 6.76(1H, dd, J=8.4, 2.6 
Hz). 6. 92-6. 96 (1H, m), 6. 99-7. 03 (2H, m),7.08-7.17(4H, m), 7. 31-7. 37 (3H. m)» 

nmm7 i6-[(3-7*/*i^>^>i')**->]-iH-'f Mtm 

[TC8 6] 




MS m/z 373 (MH + ) 0 
[0 117] 

>-4-*;l"K>^J-^^ 
Hks 7] 




8-H KD*y-2,3,4,5-f b 9 t Fn-M > tT ^-4-* fr#>Wt^*)\'(0. 189 

g, 0.800 mmol), 3-7 * y y^T^a-fl' (0.240 g, 1.20 mmol) fcitfH;:/ 

f;V^7^ (0.299 mU 1.20 mmol) Oh^x> (8 mL) U 1,1*- 

(77y*;V*-^)y t'^'J v X0.279 g> 1.20 mmol) Sr^ST -^Snx.> SJJSMSCT 
, M®-e 8 «fM«#Lfeo (4 mL) fciJUx., WfflLfcW&fcitBUL 

T> itft&ttEiiltl-*:. a***'J*4M'*?A*n-Tl.$r9 7'f-(S*~20% @fc@|.x 
^;V/^^-9-» -CiSLT, mmft&<&B (0.20 g, Jfcsp 60%) £$tfe*fttftt>£ LT#*: 

o 

MS m/z 419 (MH + )o 

9 8-[(3-7iM^^^)* + '>]-2,3,4,5-fF5tKn -1-^ > V* * -fe If 

>-4-#;l/**^ 
[ft 8 8 ] 




mmm6 tmm^vx. 8-i(3-7x/^-> / ^^)t*y]-2,3,4 I 5-fh7tKn-i- 

^ 87%o 

MS m/z 391 (MH + )o 

^ife^Jl 0 |6-[(2',6 , -> J ^^;Hf7i-^-3-'f h*yM,2,3,4-Tb7l; Kn 
7 9 V y-l-4 MWfWL^^ 

taiE# 2004-3057477 



Sfrm 2004-139144 



v^-vl 63/ 



Ut8 91 




mmms trnm-VX, (6-fc Kn*->-1.2,3,4--r b 7t Knt 7^V>-l-'f 
i-f- frte X V (2* , 6' -'J * tf 7 x - ;v_3- ^ *0 ^ * / - aMHIS'&W * ttfefft *c 
HkLTftfc. 23%o 
MS m/z 429 (MH + )o 
[0 118] 

Hftffll 1 l6-[(2 , ,6 , -5?^^^^7x-;V/-3-< h*V]-l,2,3,4-fh7tKn 
[ft 9 0] 




|6-[ (2* , 6' - v > > tf 7 x - ;l/-3--f ;v) ^ b * v]-l. 2, 3, 4--r b 7 t K n + 7 * V 

(0.15 g, 0.35 mmol) (D^-tJ-fr (1 mL) fc±D f 7h7tKD77 
y (1 mL) »£*ifcfc2 M fcmtl- b 'J 7 AtKM (0.5 mL) SriDx., llf 18 B#K}f 
#Lfco RJ&ifcKTkfciJnx.. litlTSftKL^ B^m^^x-wajL^o 

^*-9->#5>W»fiLt\ M-ft'S* (0.08 g. U.m 57%) 4riEfe7';XA B B B i: Lt»fc 

°HNMR (CDCb) * : 1.67-1. 98 (4H. ■), 2.0K6H. s), 2.55(1H, dd, J-15.5. 9.9Hz), 2 
.70-2.77(3H, m), 3.26-3.34(lH, m), 5.08(2H, s), 6.68(1H, d. J=2.6Hz), 6.78(1H, d 
d, J=8.5, 2.6Hz), 7. 07-7. 19 (6H, m), 7. 37-7. 46 (2H, m) e 

MMmi 2 8-[(2 , ,6'-v>^^e7x-;w3--f h*y]-2,3,4,5-fh7KKn-l 

Kb 9 ll 




o 



mMW8 tWimzLX, 8-fc KD*->-2,3.4,5-x b V t Kn-l-^> V^^r-fc fcf>-4- 

# ;v- > aft if- * is «t (2- , 6' - a J * f- & tr 7 * - ;w3- -r * j > * y - <b mnit&m 

**frfeilMK*fc Lttlfco JR^ 33%o 
MS m/z 431 (MH + ) 0 

^IJfe^Jl 3 8-[(2',6'-y^f;l'k'7x-W-^l')^ b *v] -2,3,4,5-7=- b 9 t Kn-l 

ffi»E#2 004-3057477 



2004-139144 



^-v: 64/ 



y * -t t: y -4- ii )V y 
Ot 9 2] 




•OH 



O 



«t«6i:H»CU, 8-[(2\6 , -v^;vtf7^;i/-3--OV)^ h * ->] -2,3,4, 5-x 
b 7 H K n -1-^ > '/* * -t t: > -4- * ;V > Wt^ h mMit^ & fcfe ^ V X A 4: 

MS m/z 403 (MH + )o 



83%o 

MS m/z 403 (MH + )„ 

dtMl 5 |5-[(3-7x^-^v^)**y]-2,3-yk Kn-iH-4 >T>-l-4 MWf 

m 



mmmi 1 tmrn^Lx, i5-[(3-7xy*-/^v^)i^y]-2,3-vt ku-ih-^ > 

> - &m.*- f- » £ ) o 

'HNMR (CDCh) 8 : 1.72-1.84(1H, m). 2. 37-2. 52(2H,m) , 2.76-2.97(3H, m), 3.49-3.5 
9(1H, m), 5.0K2H, s), 6.77(1H, dd, J-8.3, 2.5Hz), 6.83(1H, s), 6.94(1H, dd, J=8 
.0, 1.6Hz), 6. 99-7. 04 (2H, m), 7. 08-7. 17 (4H, m), 7.31-7. 37 (3H, a). 
mmmi 6 !5-[(2\6'-vV^;Hf 7x-M-^)^ h*->]-2,3--;>fc Kn-lH->f > 




o 



MS9 4] 




tBSE#2 004-3057477 
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^-v: 65/ 



Ut9 5] 




o 



T#fc 0 «Ri 24%o 
MS m/z 415 (MH + )o 
[0 12 01 

m-Mffll 7 |5-[(2' > 6 , -yV^;Hf7i-;V-3-'f f^v]-2,3-yt Kn-iH-'f > 
7»>-l-W;v|B^H 
Mt9 6] 




O 



gjfcfll lkH*KU, |5-[(2',6 , -vV^^e7^-;V-3-f h*v]-2,3-^ 
SfS 53% (^^r-^^-M^^^^^W^^Jo 

J HNMR (CDCh) S I 1.71-1.83(1H. m), 2.0K6H, s), 2.36-2.51 (2H, m), 2.76-2.96(3H 
, m), 3. 49-3. 58 (1H, m), 5.09(2H, s), 6.79(1H. dd, J=8.3, 2.5Hz), 6.85(1H, s), 7. 
08-7. 17 (5H, m), 7.20(1H, s), 7. 38-7. 47 (2H, m)o 

mmmi 8 |M(4-|[(4-7*-;V-l,3-^7V'-;V-2Wfl')(7ne/l/)7 3 s]**f-M 
Mb 9 7] 




^Jfctffl 8 fc H» K L T , (6- 1: K n * ->-l , 2, 3, 4- r h v t K n 7- 7 * V V -1- 4 * ) Hflft 
xf^fiillf (4- |[(4-7x- JV-1, 3-f - T */- ;W(^t»7 5 / ]^f^l7x 

MS m/z 555 (MH + )o 

nnmi 9 |6-[(4-|[(4-7*r:A,-l f 3-f-T^-A'-2-'f*)(^n^)T5y]>^l 



ffitiE#2 004-3057477 



mm 2004-139144 



^-'J: 66/ 



Mb 9 8] 




nmm& tmmizLx, i6-[(4-i[(4-7*^^-i,3-f-TV-^-2->f ^)(-/ntr^)r 

5 / ] * * M s<y *J)\s) * * $0-1. 2, 3, 4-7- F5tKOt7? U>-l-<i M ftRif** 
6.3E«ft'frW*i6«tfe*!iWttf*«t ! »i:bf»^o JR* 99% Q 
MS m/z 527 (MH + ) Q 
[0 12 1] 

HJS0J2 0 8-[(t-|[(4-7x-s*-l,3-f7'/-*-2-'f*)(^DU*)75>']^fA/|'< 
* 'J ;V) * * v]-2, 3, 4, 5-7 b 9 K a -1-^ ^ V* * * £ >-4- » ^ # * 
[ft 9 9] 




lt««8kPI»CLT, Ka*->-2,3,4,5-7 hvt K n-i-^« if >-4- 
# ;v # ^ J: (4- ) [ (4- 7 * - 3-* T V- *-2- ^V)(ynb»75/] 

MS m/z 557 (MH + ) D 

*3fifl|2 1 8-[(4-|[(4-7i-M,3-f7'/-X'-M*)(7'Be*)73>']^fM^ 
> ;V) * * v]-2, 3, 4, 5-7" h?t Kn -1-^ > f >-4-% )\> # >M 
lit 1 0 0 ] 




/ ] *M * > * * ->]-2, 3, 4, 5-fh7t k n-i-^ > V* *-fc fc? >M 

MS m/z 529 (MH + )o 

miMM2 2 |2-[(3-7x^ + y^>-;;v) t*->]-6,7,8,9-f b 7 t Kn-5H-'<>V [7] 



tiitiE^P 2004-3057477 



#11 2004-139144 



*<-i? : 67/ 



m i o 1 1 




o 



mnms fcEMfcfcLT, (2-t Kn^f-6,7,8,9-f Kn-5H-^>v[7]7>*v 

mat LTftfc, «* 73%o 
MS m/z 431 (MH*) 0 
[0 12 2] 

mmm2 3 |2-[(3-7x/+^>^)t^y]-6,7,8,9-f h 7K Kn-5H-^>7[7] 

Mb i o 2 ] 




$ffim UW«KLT» |2-[(3-7x^y^>y»t*->]-6,7,8,9-fh7liKo 
JR^ 67% (^^>-HMR^A-*S>Wftft)o 

*HNMR (CDCh) £ : 1.46-1. 91 (6H, m), 2. 68-2. 89 (4H. m), 3. 37-3. 44 (1H, m), 4.99(2H 
, s), 6.69(1H, dd, J-8.4, 2.7Hz), 6.74(1H, d, J=2.7Hz), 6.94(1H, dd, J=8.1, 1.9H 
z), 6. 99-7. 03 (3H, m), 7. 08-7. 17 (3H, m), 7.31-7.36(3H,m)o 

mW.m2A |2-[(2\6'-5>^ f)Hf7i-W-^*)^ F^y]-6,7,8,9-f h5kKn- 
5H-^ > V[7] 7 V >-5-W >H ft» J-f - A' 

Hfci o 3 ] 




mmmz fcHttfcLT, (2-fc: Kn*~>-6,7,8,9--r h7t Kn-5H-^>V[7]7>2 V- 
> _5_ ^ )v) flKx f - ;v is «fc (2' , 6' - 5? > * ^ 7 x - ^-3-4 AO * * ^ - frfr h mmit 

&®*m&m®mt itn*. jr^ 72» 0 

MS m/z 443 (MH + ) e 

$ffi0I2 5 |2-[(2\6 , -S>*^;i/i£"7x-;v-3-'DiO* b*->]-6,7.8,9-r V-yyn Kn- 
5H-^>V[7]7>^ l/>-5->f A'lftR 



tiliE#2 004-3057477 



mm 2004-139144 



68/ 



[it 1 0 4 ] 




$Mi lfc^ictr, ^-[(a'.e'-^^^^b^i-^-s-^^)^ h*v]-6, 7,8,9 
^*ttr#fco JR^ 60% (^**)- frt>n&&)o 

1 HNMR (CDCh) * : 1.44-1.92(6H, m). 2.01(6H, s), 2.68-2.89(4H, m), 3.36-3.44(lH 
, a), 5.08(2H, s), 6.70-6.75(2H, m). 7.00(1H. d, J=8.3Hz), 7. 06-7. 19 (5H, m). 7.3 
7-7.46C2H, m) 0 
[0 12 3] 

*JI$I2 6 |6-[(3-7*^*^>y*)**^]-l-^>*/79>-3-'f*|»BI^'f-*' 
Htl 0 5] 



HJ&$)8 tlaJftUtLT, (6-K KD^->-M> > /77 ^-3-^ AOM**-*'*-^ 3- 

7 1 / ^ y ^> v ;vt )v n - j^^fift^ t LT#£ Q 9i%„ 

MS m/z 389 (MH + ) 0 

7 |6-[(3-7*y*->^vyfl/)**->]-l-^>'/79V-3-'f*'l»« 

[<t 1 0 6 ] 




o 



MS m/z 375 (MH + )o 

&jfc£l2 8 |6-[(2\6'-5>.**-/Hf"7*-X'-3-'f h*y]-l-^>'/77>'-3-'f;i' 

law***-* 

[<fc 1 0 7 ] 




ffilE^ 2004-3057477 



Stm 2004-139144 



69/ 



, 6' - v ^ e 7 * - ;w3- 4W*.9J- n> #> h &Mik&m * tefeiflitK* tLTifc. 

^ 96% 0 

MS m/z 401 (MH + ) 0 
[0 12 4] 

mi&W2 9 |6-[(2\6 , -v^^l'tf-7i-;V-3-'ni');< h^ry]-l-^> , /77^-3-'f^ 
I ft® 

Mb i o 8 ] 




o 



gum i fcra*tLT N |6-[(2',6 , -->V^;i/e7x-;u-3-'f b*v]-i-^v 

y -mm*--? frfrbwg&)o 

MS m/z 387 (MH + )o 

Hife#J3 0 |6-[(3-7x^-M>y*)t^5/]-2,3--/t V7 v >-3-^ * 

IBM**-* 

Mb 1 0 9 ] 




mmms tm»^LX, (6-1: Kn*v-2,3-->'H Kn-l-^>V7?:<'-3->f 

xx>' 3-71; ^v^>v?;vr;i'3-^5J' i| b*® / fb^Sr*-fe^ ! ^t tfftfco 

77% 0 

MS m/z 391 (MH + )o 
IW 

Mb 1 1 0 ] 




%mmi 1 fcH«»wLT, |6-[(*-7*-'*->^>5'*')**^]-2,3-yi: Kn-l-^> 

MS m/z 377 (MH + )o 
[0 12 5] 

mmmS2 |6-[(2\ V-*J*+»\Z 7x-W ^ + v]-2,3-ytKn-l-^^/ 

ffi!E# 2004-3057477 



#M 2004-139144 



^-v: 70/ 



7 7>-3-^H»^^ 
lit 1 1 1 1 




*)v&ixf (2' , 6' -v ^ •f-znf 7 j. — ;u-3-f )V) * 9 y - t>&&it&$s fcls-fefit^ 

MS m/z 403 (MH + )o 

mmm3 3 |6-[(2',6 , -v ? ^^;Hf7i-^-3-^;W)^ b * y]-2,3-yt Kn-1-^>V 
7 7>-3-^HftS 

[fti l 2] 




t Ko-i-^yv*7v>-3-^^ITO^^^^^SS^t»^*t'fefJ-t>c B B B t L-C#7bo ilX 
^ 73% (^^••9->-@^m^^^^^S^B B B )o 
MS m/z 389 (MH + ) 0 

#dfe#13 4 |6-[(4-|[(4-7*^;w-l,3-^TV-;u-2-W;i')(yne;i/)T^>']>-f-;vl 
^ > j; *) * * 50-2. 3- ^ Kn-1-^ >yyy >-3-4 M W®L* * * 
[<bl 13] 




f-^jsiO 5- (4-|[(4-7 J i-;wi,3-f-TV , -;v-2-^>'i')(^Dki-;i,)T5 /]^>H 7^- 
;w)y ^/-;v^^M<b^%?r|HE^i6^^b-c#7t 0 » 73% D 
MS m/z 529 (MH + )o 
[0 12 6] 

mmW3 5 |6-[(4-|[(4-7^^;Wl,3-^7V-^-2-^^)(7-ntr;v)T5y]^^^I 
/^yjp)t^y]-2,3-yt Kn_i_^^v , 7 7>'-3-'f MWB. 



tiilE# 2004-3057477 



^12 0 0 4- 1 3 9 1 4 4 *—5? I 71/ 



[lfc 1 1 4 ] 




HMfl! 6 t mm C t 16- [ (4- {[ (4- 7 * - 3-* 7 V- ;V-2- ^V)(^t»7 
5y]^f;M^>^)t# v]-2. 3- v K Kn-M >77 9 >-3--i M f-frfrhU 

o 

MS m/z 515 (MH*) 0 

£Jfe#J3 6 |6-[(2\4'-v^;Hf7^;v-3--f AO* h*->]-2,3-^K Kn-l-^v;/ 
[ft 1 1 5 ] 




LT#7t 0 JR^ 67% 0 
MS m/z 403 (MH + )o 

**«3 7 |6-[(2\4 , -5M*-A'tf , 7*-*-3--f A-)* b *v]-2,3-vfc KB-MVV 
7 7>-3-'f;Hftl 

[ft 1 1 6 ] 




*M^ii i (&-((2\4 , -?»**-i,r-if7*=*'-3-<f h*-»-2 

#£ 0 JRap 92% (^**>'-»ai^A'* 4 e>SiBr*)o 
MS m/z 389 (MH + )o 
[0 12 71 

3Sifc«3 8 |6-[(2\4*,6'-b y ^f^if?!-^ a)* h+y]-2,3-y>;KD-i- 



m»E# 2004-3057477 



2004-139144 



*-s>: 72/ 



[ftl 1 7] 




f-;l/j3 itf (2', 4', 6'- h V >f-/Hf 7xi*-3-'f ^)^< 9 S - )Vfrh&Mit / £%*&i& 
MfflBt LTffco W 78Xo 
MS m/z 417 (MH + ) 0 

m.MM3 9 |6-[(2\4\6'-b y ^f^t'7x-W-^^)^ h^y]-2,3-yt Ko-1- 

Kb i i 8 ] 




HM^l ltHtCLT, |6-[(2',4',6'-b'Jp<'f-;VVf7ji-^-3--f;V)^ h*v]-2, 

o 75% (^^-if-y-mWi^frfrbft&^o 

MS m/z 403 (MH + ) 0 

MMMA 0 |6-[(6-* Y*>s-2' ,V-*J*<f-n>}£ 7i-*-HJV)^ h^->]-2,3-y'tK 
n-M>V75V-3-'f Bfc& ^ f - A- 
lftll9] 




f-ll'iSi.Tf (6-* Y*Z/-2\V-i?**fr\£y ^ — nr-Z-J )V)*9 J — frfrb&Mfc'&lto 
iM&MVzWt LTftfco «UP 73% 0 

'HNMR (CDCh) 5 : 2.00(6H, s), 2.55(1H, dd,J=16.4, 9.2Hz), 2.74(1H, dd, J=16.4, 
5.4Hz), 3.7K3H, s), 3.74(3H, s), 3.77-3.85(lH,m), 4.25(1H, dd, J-9.2, 6.0Hz), 
4.74UH, t, J=9.2Hz), 4.97(2H, s), 6.45-6.49(2H,m), 6.97-7. 03(2H, m), 7.07-7.18( 
4H, m), 7.39(1H, dd, J =8. 4, 2.2Hz) 0 
[0 12 8] 

1 |6-[(6-.* Ky-2',6 , -^^A'^7x;;l/-3-f;V)^ h*y]-2,3-yt K 
n-l-^>77 5 >-3— f M Wfk 



ffiIE#2 004-3057477 



#@I 2004-139144 



^-vl 73/ 



lit 1 2 0 ] 




tLXntZo 58% (^**t>-W&l^* 

1 HNMR (CDCls) * : 2.00(6H, s), 2.61(1H, dd,J=16.8, 9.2Hz), 2.80(1H, dd, J=16.8, 
5.4Hz), 3.74(3H, s), 3.77 -3.85 (1H, m),4.28(lH, dd, J=9.2, 6.0Hz), 4.75(1H, t, 
J=9.2Hz), 4.98(2H, s), 6.45-6.50(2H, m), 6. 97-7. 19(6H, m), 7.39(1H, dd, J=8.5, 2. 
3Hz)o 

Mb i 2 l ] 




f-^isitF [3-(i-^ y 7f i >-5->f jv) 7 x - ;v] ^ ^ / - jv^?> tSft^ft ^ifeitt 

ftkUftfc, W 74%„ 
MS m/z 431 (MH + ) 0 

7 7>-3-^^)ffii 
[« 1 2 2 ] 




mum l UB»i:u 4 (6-|[3-(i-^>V^i>-5--f ;v)^>yn/]*^r->|-2,3-y 

sfS 84% (^+-^>'-@^-x.'^;l'^'c> : ff ; ^)o 
MS m/z 417 (MH + ) 0 
[0 12 9] 

4 (6-|[3-(l-^>V*-fi>'-3-'f *)^>^]**S/|-2.3-^t Kn-1-^>V 
7 7>-3-'fJl')Si^fJV 



tbliE#2 004-3057477 



#12004-139144 



^-v! 74/ 



[it 1 2 3 ] 




fclSitftKLT, (6-b Kn*;/-2,3-^fc: Kn-i-^> V7 7 >-3--f *)tB»> 
f - ;V £ J: XT [3- ( 1-^ y V f - ^ >-3- -f AO 7 a. - fl/] * y - )U "b 4r :R 

»fc LT#/c 0 JR^ 72% 0 
MS m/z 431 (MH + ) 0 

mmmA 5 (6-|[3-(l-^>V^J.>-3-'f /l/)"«vy*]**S/|-2.3-$>i: Kn-l-^>'/ 
Hk 1 2 4] 




o 



*J&$il ltRiiat, (6-|[3-(l-^>V^>-3-'f;l/)^>v^]*^->l-2,3-^ 
MS m/z 417 (MH + ) 0 

%MW4 6 (6-|[3-(2-^^;V-l-^7^;l')'<>v;V]*^v|-2,3-v^ Kn-l-^>77 

m 1 2 5 1 




fcHflUcLT, Kn*->-2,3-v t: Kn-i-^> «/7 9 ^-3-^ flOttBM 

f - ;H3 J: [3- (2- * f- ;v--l-^- 7f*)7x-)V]^;-;H>t> ^mit&%) £ is-fettif* 
h Uftft, JR^91% 0 
MS m/z 439 (MH + ) 0 
10 13 0] 

gftflU 7 (6-|[3-(2-^^;V-l-^-7^;W)^>v^]^^v|-2,3-v f b FD-M^77 
lit 1 2 6 ] 




tbIE#2 004-3057477 



#02004-139144 



75/ 



(6- 1 [3- (2--X * fl'-l-f- 7 AO ^ > y * * | -2, 3- V K n > V 7 9 > -3- -f 
AOS***'*' (0.801 1.90 mmol) 9>*9J-fr (6 mL) & «£ Z/f" h7tKD77>( 
6 mL) 2 M jjcflMb*- h 'J 7A7K?tm (3 mL) fciBJx.. 1ST* 20 «fM*#t 

?D7h?77^ (30% SIKxf-Ji'/^+tv-ftSSxfji/) T?MU pRxf-A'- 
^**>*e>Sitt&LT, fEIBft^W (0.444 g, i&$ 55%) t LX&fc 0 
MS m/z 425 (MH + ) D 

Hit«4 8 |5-[(4-|[(4-7i-;v-i.3-^TV-;w-2--f ^)(7*nif^)T5 
> v ;v) * * ~>]-2, 3- v fc Kn-iH-W > M W&L^^ 

[ftl2 7] 




H XV s (4-|[(4-7x- 3-^ T V- A--2-4 AO ( 7* n fcf ;i/) 7 5 y ] ^ f - A-} 7 * - )V) 

* 9 /-nsfrbmmft&mzm'kmmat lt#£ 0 jiw70% o 

MS m/z 541 (MH + )o 

mMM4 9 |5-[(4-|[(4-7^-;v-l,3-^T7*-;i'-2--f ;v)(7*ne;Wr 5 /]^^;H 
^ > AO * * v]-2, 3-V K n-lH- -f ^ r >-l- <* * I BMR 
[ftl2 8] 




|5_ [ (4- 1 [ (4_ 7 i - A--1 , 3- f - 7 V - A--2- 4 Jl> ) ( 7* n \£ fl> ) T 5 J ] ^ f - A- I ^ > V A- ) * 
*>0-2,3-$>fc Kn-lH-'f >7*>-l--f A'lBjsgfcx^V (0.684 g, 1.17 mmol) O^^- 
;v (6 mL) ioi^f h7tKn77> (6 mL) ift£**fc2 M Miti- Y U 7 ( 

2 mL) fciniU S»-e 24 ftmmWLtio Kfom~*.*UQz-, 10% ^i>Bbjc*«-ef « 

ifflllfco ®^y'J*W5A?D7F^77^- (30%~80% »*xf 
;V/^s^^>) -cftgU SSxf;V-A^t>j5^ffg B B a Lt, Mfk&W (0.393 g 
, JK^ 66%) t*feyyXA B B H t LT#£o 
MS m/z 513 (MH + ) 0 
[0 13 11 

£ffiffl5 0 (6-|[2'->fM'-(f h^t KO-2H-e9>-2-^ A*** v) tf7*- A--3- 
-f a»]> h*v|-2,3-^t: h*n-i-^>>/7 7V-3-^*)S^f^ 



miE# 2004-3057477 



#12 0 04-13 9 144 



^- v I 76/ 



Mb i 2 9 3 




8 b L"C, (6- K o * ->-2, 3- v K n -l-^< >77 7 >-3-^f 
f-At&tV [2'.^fW-(f h7t: Kn-2H-tf9>-2-^ :f * v ) kf 7 - ;V-3- *] 

MS m/z 489 (MH*)c 

Hife#d5 1 |6- [ (4' - 1 K n v-2' f ;v e 7 i - ;U-3-^ ;v) ^ h + y]-2,3-yhK0 

Mb l 3 o ] 




(6-|[2'-^^;V-4'-(x hvt Kn-2H-tf9>-2--f fr**z/)\£7 x.-A'-S-J fr]* h 
3f->|-2,3-S>K Kn-l-^>7*77 Wtife&Jt+fr (4.49 g, 9.19 mmol) iSXIfp 

-Y )VJ~^^)V^>m — 7jcfn®( (0.175 0.919 mmol) <T> * 9 S - (50 mL) 

at? 30 B#F^^#t^o Rj£-^^^sE^*L7t:^ fr-eimL* ma± 

nvh^?7^- (20%~60% M^^/^*^) T'fflgiL-C, M-ffrfc* (3.21 g 
MS m/z 405 (MH + )o 

2 !6-[(4'-fc KD^rv_2 , -^^;nf 7i-;w3-f flO* h*v]-2,3-vfc Kn 
-l--^ > v"7 9 v-s-'f ;M TO 
Mb l 3 l ] 




] -2 , 3- 9 J t K n - 1 > V 7 7 > -3- -f ;P I ftlft > ^ if h i t&k £ $S"fe 7* U X A H i: 
LT#7t 0 45% (^*V->-mfcz-1-frfrbW&ik)o 
MS m/z 391 (MH + ) 0 
[0 13 2] 

3kffiW5 3 |6-[(4*-^ h*v-2'-^f)Hf7xi^-M^)^ b *v]-2,3-v t: Kn-l 



ffi!E# 2004-3057477 



#M2 004-139144 



^-f : 77/ 



[ftl3 2] 




2, 3-y t Kn-i-^ > y 7 7 >-3-^f ;W »f ^ f i r>* ^ ^ ^ - ^^ fEflMfra-tt £ is 
&mVi®)t LT#t. 97%o 
MS m/z 419 (MH*)o 

Hife^l5 4 (6-[(4*-^ y*i'-2'-ff-fr¥7 3L-)V-3-'()\<)J h + v]-2,3-y'l: Kn-1 
> yy 7 > -3- 4 n> I ff& 
Kb 1 3 3 ] 




3- ->* t K n - 1-^: > V 7 9 > -3- 'f ^ I ^ *■ * #• <b fEflHfrfrW £ fefe 7* "J X A & t L T 
#£ 0 82% (^^•9->-^m^^;V^t>B^ B B H )o 
MS m/z 405 (MH + ) 0 

11^5 5 (6-|[4 , -(->^D7*n h^y)-2 , -^f-;Hf7x^^-3--f^]X 
I -2, 3- 'J th'D -1-^ ^'/77 >-3- 1" ^) * 
Ut 1 3 4 ] 




mm4t&®*m&mmi)tLT&fizo w 8i% 0 

MS m/z 459 (MH + ) 0 
[0 13 3J 

$8fc0l5 6 (6-|[4'-(v^nyntf;Vp< Ry)-2'->f)H: - 7x-;M^^]^ h*~> 
I -2,3-^H Kn-l-^V 7*7 7 >-3-^ MSB* 
lit 1 3 5 ] 




ffi|E# 2004-3057477 



#S 2004-139144 



^-vl 78/ 



yjXA B B a fc UUfco W 6354 (^^-^>-M^^^^(bM^a)o 
MS m/z 445 (MH + ) B 

m 1 3 6 ] 




£36008 tHftCU, |6-[(4 , -th*o^->-2 , -^f;l'e7x-^-3-'f;l')^ h*v]- 
2,3- Kn-i-^>y7 7>-3-'f ;i/|p^^f-;v-*5 Jrt>' 2-7h J fyi?/ , -^?>Rl 
ft<M&*#HMM*Wfc LT#fc<, JRs*s 72% 0 
MS m/z 505 (MH + )o 

£J6005 8 (6-|[4 , -(2-/h+yxh*y)-2 , -^f;Hf7xX/l'-3-'f^]^ h*~>I-2. 
3- v Kn-i--^ > y*7 v >-3--f ;v)HS£ 



Mb 1 3 7 ] 




£56004 9 tTOKLT. (6-|[4'-(2-7'b^->^h^v)-2'-^^;Hi*7^-;W3-^ 
h*~>|-2,3-vfc Ku-l-^>'/7 7>-3-^ ^JftK^f^ii^flft^tl^iM 
B B B tUHt 0 ifJUfs 83% (A7^>;5^fffiS)o 
MS m/z 491 (MH + ) 0 
10 13 4] 

£16015 9 (6-j[2'-^^;V-4'-(l-^ntr;wy h*y)t7x-)W3--f /l/M h*vl-2, 
3-v Kn-i-^yV7 9 >-3-< f-*- 
Ub 1 3 8 ] 




#1*6008 t WIW.K LX, |6-[(4'-H Kn*y-2'-^f^lf7xi^-3-'f b*->]- 
2,3- v't K 0 -1-^ > 7*7 7 >-3--< ^1 Ht> ^ i ^ 4-^7'^y-^^^M'fb^ 

^Ift-ferrfi^i: LT#fc 0 JR^ 63%o 
MS m/z 503 (MH + ) Q 

£6600 6 0 (6-|[2 , -p«'7*-;v-4 , -(l-7'ntf;V'y K^t^x-^-M^]^ h*->|-2, 

ffiSEfjf 2 004-3057477 



2004-139144 



^-v : 79/ 



[it 1 3 9 ] 




£JfctiU 9fcH»KLT. (6-|[2'->"f->l'-4'-(l-rne^-rb*"»lf7*-/l/-3-f 
;i/M b**|-2,3-S/fe Kn-i-/>t>y , 79>-3-'f >i')»*^ , f-^e>M , fb#***ftfe^ 

MS m/z 489 (MH + ) C 

&tfc*!6 1 (6-|[4'-(2-xf^-/h^v)-2 , -^f;ve7x-JV-3-^^]^ h*v|-2,3- 



Hfc 1 4 0 ] 




MS m/z 489 (MH + )o 
[0 13 5] 

^mm62 (6-l[4'-(2-^^;V7'h^v)-2 , -^^;Hf7a.-^-3-'f h*v(-2,3- 

[it l 4 l ] 




6 i: I^H K t T . (6- 1 [4- - (2-^ * r b * v )-2' * /u tf y * ^ ;v-3- ;v] ^ 
b * -> I -2, 3- t K n -1-^ ^/77> -3-< ^) TO jt+frfrh ^Mit^ Sr*S-fe 7 s 'J X 
A&£ LT#£o 93% (^.^r-9-V-p^'f--'l'*^M^)o 

MS m/z 475 (MH + )o 

*Jfe^J6 3 |6-[(4-|[(2-7i-;Vi^;v)(4-7^-;l/-l,3-^-7^/-^-2-^;V)T5/] 

^ ;H * y v ;w) * * v]-2, 3- Kn > /7 9 > -3- <i M ^ 



£BliE# 2004-3057477 



#H 2004-139144 



^.-Pl 80/ 



[it 1 4 2 ] 




o 



& (4- 1 [ (2-7 * - /Pi*- (4-7 3-*- 7 V- A- -2- ^WT5^]^f 

MS m/z 591 (MH + ) 0 

&*W6 4 |6-[(4-|[(2-7i-;v^^;v)(4-7^-^-i,3-^7V-;v-2--r ;v)75 y] 
pj-f-;v|^>i?;v)^-^rv]-2 > 3-^iiKa-i-^>'V75>-3--f;vtf^M 
Kb 1 4 3 ] 




o 



*ifeflU 9 b. WUfsfciZ LT, |6-[(4-|[(2--7^-;V^^)(4-7x-;W1.3-^7V-;l/- 
fl/)7S /]^^-;H^>'7;W^^rv]-2,3-'7li Kn-l-^> v*7 9 >-3--f ;HBNBM 

MS m/z 577 (MH + )o 
[0 13 6] 

H*«6 5 [6-(^4-[(2-7i-;^-lH-^ , > K- ;v-i--f AO * "JM * * -»-2,3 

[it 1 4 4 ] 




a £ J; & 14- [ (2- 7 x ~ a-ih- -f > K- a--i- W AO > a] 7 * - AM * ^ - A-a» £ ^ 

MS m/z 504 (MH*) 0 

^Sfe^B 6 6 [6-(|4-[(2-7x^/l/-lH-vf > K-A--l-f *J M **-»-2.3 



mSE#2 004-3057477 



mm 2004-139144 



: 81/ 



[it 1 4 5 ] 




mmme tmm^Lx^ i6-(H-i(2-? *.-fr-w-j > v-*-\-<t 

XA B |fcLt#t. W 81% (A#t>-SI^f^t,Sg^)o 
MS m/z 490 (MH + ) 0 

mMM& 7 [6-(|4-[(2-^^;l'-lH--f > fl')^A']^:/;M **v)-2,3- 

[ft 1 4 6 ] 




f-fr&ZXr |4-[(2->^^-lH--f > K-M-'f*)^f^]7x-^| * ^y-^&M 

MS m/z 442 (MH + ) 0 
[0 13 7] 

mmm6 8 [6-(|4-[(2--*^l'-lH-'f >'K-.n'-l--f »)*+»']'<>i?M **-»-2,3- 
v tKn -1-^ > V 7 5>-3-'f /U] 
Hbl 4 7] 




*Jft«6 fcEiaUcLT. [6-(|4-[(2-^^;V-lH-^> K-;l/-l-W JU) * *JM 
MS m/z 428 (MH + )o 

mm 6 9 (6-|[4*-('<>yW^y)-2 , ,6'-y>f;v^7 i -;V-3^;H^ b*->|-2 



ffifE^2 004-3057477 



<$M2 004-139144 



i—V: 82/ 



Kb 1 4 8 ] 




o 



■fll'fr*t*rt4»#t»fcLT#«:. JR^ 93%o 
MS m/z 509 (MH + )» 

**fe$!7 0 (6- i[4' - '/ v t * y )-2' , 6" - vV f ^ f 7 x - ^-3--f 
[ftl4 9] 




o 



*t«6kR*i:LT, (6-|[4 , -(^>y^t^y)-2',6 , -yVf^K*7x^JV-3-'f A 

XA B B B tLtft, Utf* 91% (^** » 
MS m/z 495 (MH + )o 
[0 13 8] 

1 (6-|[4 , -(2-Xb*yxh*y)-2 , ,6'-^^lf7x-^-3-'f 'KM 
v|-2,3-^£ Kn-l-^>77 7>-3-'f;i') WEB* ^ •f - ;v 

Kb i 5 o ] 




o 



^lifefaj 8 i: HttK LT, Kn^y-2,3-yt KD-l-^> , /75>-3-^ 

f-A^iU* [4'-(2-x h *yx b ^y)-2' , 6' -yV f ;u e*7 x-;v-3-^f 9 ; 

MS m/z 491 (MH + ) 0 

HJfe$]7 2 (6-|[4 , -(2-x,b^i/jr:h^v)-2',6 , -v^^;Hf7^-^-3-'f 
-> I -2, 3-i? £ K a -1-^: */'/7? >-3--f AO IfcSt 

Kb i 5 i ] 




ffi|E#2 004-3057477 



#11 2004-139144 



^-v: 83/ 



MMM* 9 tmm-LX, (6-|[4'-(2-if*S'ih*S')-2 , .6 , -S>.**-*lf"7*;=.*- 
MS m/z 477 (MH + ) 0 

mMM7 3 (6-i[4 , -(2-^b+v^h^^)-2 , ,6'-v^^^tf7i-;l--3-'f;V]^ 
-> I -2, 3- t K n '/77 7 >--3--f A)@£®t7> A- > * A 
Mb 1 5 2 ] 




|6_[(4- |[(2-7x^)VXf;V) (4-7x-)M,3-f7 > /-^-2-'f T 5 y *-*| ^ 
>y)Wt*y]-2,3-yt Kn-l-^y , /75V-3--f JVtB^Bft (0.541 g, 0.938mmol) 

(5 mL) »«ttc 2M*8Mfc-?-b'J9Ajic»ifc (1 mL) *}JI]x.-C. *EE*ttLfco 
H^fcMC* (50 mL) is X Tf* 9 J —fo (20 mL) itiak. Z Z izj&it* V A (0 
.111 g. 1.00 mmol) <OTk (5 mL) feWLi1m*-?z 0 MJBtiISS LTtfrffi LfcB# 

*«JRU 7KT*?5fe^LT. *Sffrfr» (0.454 g, 81%) *S6«feT*fl'"7 T * t L 

T#7to 

*H NMR (DMSO-de) 5 I 2. 16(lH,dd, J=15.5, 9.3Hz), 2.43(1H, dd, J=15.5, 5.6Hz), 2 
.90-3.00(2H, m), 3.58-3.73(3H,m), 4. 10-4. 19(1H. m), 4.62-4. 73(3H, m). 4.97(2H, s 
), 6.36-6.42(2H, m), 7.09(lH,d, J=8.7Hz), 7. 17-7.42(13H, m), 7.87(1H, d, J=7.3Hz 

)o 

[0 13 9] 

■$mm7 4 (6-|[6-(^>v;V^-4rv)-2' F 6 , -> f ^^;Hf 7i-^-3-^]^ b*->l-2, 
Mb 1 5 3 ] 




o 



fcHatKLT, (6-t: Kn^y-2,3-y'U Kn-M>V7 7>-3-^v)» 
f - ;v*3 J: [6- > v ;v * * v ) -2* , 6' - V * f- A--3- tf 7 x - >; ;H y * / - ^ #> ?> 

MS m/z 509 (MH + ) 0 

3)1*017 5 (6-|[6-(^>yA*^v)-2 , ,6'-v^^Atf 7xi*-3--f b**>|-2, 



ffiiiEJi#2 004-3057477 



#M 2004-139144 



84/ 



Mb 1 5 4 ] 




o 



MS m/z 495 (MH + )o 

mMW7 6 |5-[(2',6'-^^;Hf 7xi^-3--f h*v]-lH-f > K-;U-l--f /Vl 
[ft 1 5 5 ] 




5-[(2',6'-y^f-^^7x-;l'-3-f;i')^ h*v]-lH-^ > K-.;W0.95g. 2.90 mmol) 
b7b Kn77V (30 mL) iJiU? H.N-v^f ^*^A7? K (4 mL) 
v§fl$S-££ 0 ^<0^tS*7jcJ%t, *3gftrl- U -7A(60X fflft, 0.12 g. 3.0 mmol) &JD 
X.. ra»K-C 20 «-«m#L7t 0 ^t?, ^OMCro^Slxf ;v (0.36 mL, 3.25m 
mol) £*D;t> a«f»iL, 2 BI»Lfco RJ5D»«*ftl*i*>»'-e#f* U 

vU*-7 J ;i'*7A^n-7h^7 7'f-(I^-i-^;i':^^*>'=l:10~l:5) T-ffiS^LT, ^ 
fflft-g-^ (1.0 g> 8355) LT#fc„ 
MS m/z 414 (MH + )o 
[0 14 0] 

^MM7 7 |5-[(2',6'-v^-f-;l'e7i-;l'-3-'f ;^)^ 1- *v]-1H-1' > K— A'-l-'f >W 
ft® 

[ft 1 5 6 ] 




|5-[(2 , ,6 , -vV7 < -;Hf7jc^.;l/-3-'f b*v-]-lH-f > K-/l'-l-'f /HSNBtz.x/l' 
(0.27g. 0.65 mmol) (10 mL) £ <fc tfx h 9 t Kn 7 v > (10 mL) Zi^iS 

j£iC85% TRmft^U^A (0.13 g> 1.97mmol) (5 mL) SriJIlx., 18 B#K 

tBiE^F 2004-3057477 



mm 2004-139144 



^-v: 85/ 



v"j*yjvA7A^n7h^77Y-(Mif^:^tv-l:2-2:l) T'ttSSLT, ^ 
glft^t) (0.19 gs 76%) ^IffeT^J^TXt L-C#7to 
MS m/z 386 (MH + )o 

8 |2-[(3-7*/*v^>v;V)^*]-4,5,6,7-x b 9 ti K«-l.: 

y-;V-7--f ;v|TO 
[ft 1 5 7 ] 




F 



i2-[(3-7xy+y^>y»f tH5,6,7-f h7t FD-l,3-^> Vf- T V- ;V-7- -f 
;w|td >-ii;xf^(l.21 g. 2.36 mmol), 37% (10 mL)> TO (10 mL) 0»<fr«f 
* 120 "C CMLt 12 B*m«}s|iLfco RJ&»&W**»iU »BfcJ.*^T?4WlL, 10 

%*«**^-bU'>A3jc»», «Bna»*-cjii**»L, te*aa»^^*5">A-e<e*Mi 

, SESiLt, *fflft£-t> (890 mg, 92%) *#SlfettuR4fri: LTftfc. 
J H NMR (CDCb) 5 : 1.53-2. 13(6H, m),2.47-2.77(2H, m), 3.33-3. 42(1H. m), 4.31(2H 
, s), 6.90(1H, dd, J=7.7, 2. lHz).6.96-7.02(3H, a), 7.06-7. 14 (2H, m), 7.21-7.37(3 
H, m) 0 

#gjfe$l7 9 t6-(l2-^-f-;V--5-[4-( h 'J 7JVtn^f^)7x-)V]-3-7'J 
Iftl5 8] 

F r. — \ O- ^°^> 




O— CH, 

_ ^ PMMc LT, (6-fc Kn*v-2,3-vfc >-3--f 

f-frlbtV |2-^f-^-5-[4-( h 'J 7Wn^f^)7i-;V]-3-7 'J >M ^ 9 S-fcfrb 
ilf^ft^ife^^A^i: Lt#ft. W84% (^**>Hfc»x?-/l/*&|M&&)o 
MA 131-132 *Co 
[0 14 1] 

2,3-vfc Kn-l-^VV'7 7^-3- 
[ft 1 5 9 ] 




HifeW 6 b mm- LT\ [6-( \2-* ^;W-5-[4-( h')7**n^ 7x-^]-3-7 V 
M * h^-»-2,3-yt Kn-i-^y >/7 5 >-3-^ ^ISl^f ;H^iIft^^Ife7 
•'jXA B B B tlt#fco W 95% (A+t>-Siif^i^ff^), 
MA 180-181 to 

$H3 8 1 |6- [(2-7^-^-1,3-^X^-^-4-^ h*y]-2,3-yt Kn-l-^> 

mfiE#2 004-3057477 



#0 2004-139144 



^-v: 86/ 



777 y-z-A MB***"* 

[<b 1 6 0 ] 




O— CM, 

(6-H KD+y-2,3-yli h*n-l-^> V7 ? >-3->f f (200 mg, 0.961 mmo 

1) iSiU* 4-(^ nn>f-^)-2-7x- ^-1,3-f-T"/— ^ (240 mg, 1. 14 mmol) & N,N- 
i^f***A7 5 K(5 mL) t»» U KtBI* U f A (160 mg, 1.16 mmol) S-*nx.T> 6 
0-70 *C-e 3 B#H*#Ufco EE^^*.SrJnx.T 2 M JtBn?*#HU wtBLfcttfifcft 
Btx^/i/-^ V7 B ne;UJ.--r^^<b^ H B B L-C, Mft-S-* (270 mg, tt* 741) £ 

Duft 116-117 *C 0 

*Sfe#!l8 2 |6-[(2-7^-;V-l,3-^-7y-;l'-4-^;i/)p< h*v]-2,3-vt Kn-l-^V 

Kb l 6 l ] 




mmm6 tmm^Lr^ i6-[(2--7*-*-i,3-*-T»/-*-4-'f h*v]-2,3-s>fc 

Kn-i-^>777>-3-^;v|S^m^^^^^*M'fb^*ftlfeti-^B B 3 t Lt#t, JR* 
98% (li^^^V-^^-^^WiSiflOo 
169-170 r o 
[0 14 2] 

Hi&#!)8 3 i6-[(2-fc°7v>-2-'f ;M,3-f77-JV-4-^ >M b *->]-2,3-->*t: Kn- 
Mb 1 6 2 ] 




^ <£ XT (2-fc* 5 v >-2— f 3--^ T V*- fr) X ? S - &3EflMkiH& £$S 

feg B B B tLTifc, W.m 35% 0 
MS m/z 384 (MH + ) Q 

mmms 4 |6-[(2-tf 7 M,J-f7y-*4-f h*'>]-2,3-^ti Kn- 
> y* -7 9 >-3-f /M TO 



HiSE** 2004-3057477 



#M 2004-139144 



^-v? 1 87/ 



[it 1 6 3 ] 




Hife#!l6 tmm^Lx, |6-[(2-trvv>-2--f ;i/-i,3-^ry-;v-4--f b*v]-2 

o JK^ 87% (M^^^fSMJIOo 
MS m/z 370 (MH + ) D 

H*g^8 5 !6-[3-(2-7i-;V-lH-^ > K- fl'-l-'f *) 7>n v]-2,3-v t: Kn-l-^ 
lit 1 6 4 ] 




2-7x-WH-f > (0.425 g, 2.20mmol) <D N.N-y^f **M7? K (2 mL 

) ri^K^H-ft^ h 'J >7A (60% fflltt* 88 mg^ 2.20 mmol) g»-e 30 frF43t# 

LtZo 3-7 ft HJ ^(0.330 g> 2.20 mmol) £<tt>* [6-(3-^nn7n#+-> 

)-2,3-vt: KD-l-'<>777>-3-'f ;V]B^m^^^ (0.589 g. 2.07mmol) <0 N,N-v> 
fWM7? K (3 mL) ?§^*7Jnx.. ISt? 18 mffll&WVtZo a£?£K7M5 <t tWQ 

-r-(io%~40% wm^^X^^>) -efflSgLt, mmit-k® (o.i60g. W 18%) 

MS m/z 442 (MH + ) e 
[0 14 3] 

mMW8 6 |6-[3-(2-7i-^-lH--f > K-^-l-W ^)^n##->]-2,3-^b 
>V7 9>-3-f ;HSim 
Hfcl 6 5] 




$jfctil 6 t tr. |6-[3-(2--7 x-^-lH-f > K-/1/-1-4 AO 7*0 ^v]-2, 3- 

fc„ JR^ 83% (^^r-^>-^J-^^^'b : H : ^B B B)o 
MS m/z 428 (MH*)o 

ffi|E# 2004-3057477 



#M 2004-139144 



^-v : 88/ 



10 14 4] 

mmm 8 7 - 9 5 & £ imjfcw 97-118 iciam^ft-g-^i*. ^ifefli 96t ratft^ t 

$jfcffll8 7 (6- 1[4- (2-^ > 7-f ;V-4-^ a o 7 x ^;V)-4H-1, 2, 4- b ^ 7 V- ;W3- ^ 
^ hdrv|-2,3-^t K0-i-/<>y77>'-3-'f^)ii 
[ft 1 6 6 ] 




JRS£ 43»o MS (ESI+, m/e) 490 (M+l)«> 

mmU8 8 (6-j2-[^^n^s*->;v(2--bn^>v';V)7 5 /]ih*'>l-2,3-yt Kn 
[ft 1 6 7 ] 




tt^ 24% 0 MS (ESI+, m/e) 455 (M+l)o 

lHi&#!)8 9 |6-[4-(^f 5 e-J y>-8->f + y)^ F + ->]-2,3-->'K KO-l 

[ft 1 6 8 ] 




JR* 296 0 MS (ESI+, m/e) 383 (M+l)„ 

fgjfeffl 9 0 (6-|[3-^>S>^-2-(2-^J^;i/)-3H-^y [2,3-dH 3 ?*S-*'-5-4 *] 
b*->|-2,3-i>fc Ka-M>'V7 7>-3-'f^)Si 
[ft 1 6 9 ] 




JR2f5 16Ko MS (ESI+, m/e) 503 (M+l)o 

^JfrW9 1 (6-i[l-^>^-2-7x-JM-(7x-;l'f*)-lH-^ 5 ^'/-*-5-'f )U] 

ffiSE#2 004-3057477 



mm. 2004-139144 



? : 89/ 



Mbi 7 o] 




OH 



JR3£ 29X 0 MS (ESI+,m/e) 549 (M+l)o 
[0 14 51 

^ifcW 9 2 (6-|[2-(5-^-f-^-2-7 V ;i/)-l,3-**"9- '/-*-4->f h*v|-2,3-v 
t Kn-l-^>V77>-3-'f;l')SK 

M:i7i] 




JR^ 6796o MS (ESI+.m/e) 356 (M+l)o 

106099 3 (6- 1[2-(3-7 'J ^)-l,3-t *t /-;M->f h ^ v| -2, 3-v fc: Kn-l- 

^>y7 7>-3-f 

Mb 1 7 2 ] 




Jfc^ 55%o MS (ESI+,m/e) 342 (M+l) 0 

mnmS 4 (6-|[3-(2-fx-^)-l > 2,4-t^tv7 > /-^-5^^]^ b*v}-2,3-vfc 
Kn-i-^>V77>-3-f;v)it 
Kb 1 7 3 ] 




48% 0 MS (ESI+.m/e) 359 (M+l)o 
%MW$ 5 |6-[(5-^^rV-2-7i^^-4,5-^»i Kn tT 7 V*n [1, 5-a] tf U 5 v^-7--f 
h^->]-2,3-^b Kn-l-^>>/7 7>'-3-'f;V|W 



tttfiE#2 004-3057477 



#H 2004-139144 



^-v: 90/ 



lit 1 7 4 ] 




W 3%o MS (ESI+.m/e) 418 (M+l)o 
[0 1 4 6J 

30&#)9 6 [6-( |4-[(->^y -^JV7 5 y ^^-iVj'O v ^1 1 *y)-2,3-y t Kn-i 
-^>V77>-3--f 
Hbl 7 5] 




[Ifl] Kn^y-2,3-vt Kn-l-'<>V77>-3-'f ;l/)SfcB£* •f-MSOmg. 0.14 

mmol) ODMF(l mL) N,N-y^>y)M-(^ n n ^ f ;P)^>X7 5 K (63 mg, 0. 

18 mmol) ODMF(0.5 mL) mWL& £ XfStBil »J (29 mg. 0.21 mmol) fciOxT 70 
•C 20 l*B*#Ufco RlS«K7fc (2 mL) SrJ0x.> ^nn^^(2 mL) -CJSfiSLfco 
£GeneVac^l>jt$iM-t?$tJEi&*t L fco 
[IS2] fthtifc&RUli* 9S-)V (2 mL) K?#fi?L, 1M imAt^ Y V "> ^TKM 
(0.25 mL. 0.25 mmol) SrJlliU M"C 18 WHRHStfbfco EJfc*fc 1 H 
fit Lfc?£> v,^ n n ^ ^ > (2 mL) -Ctttfi Lfco £GeneVadS'6i§f§Sg't-i)tE@ 
»Lfc„ a«W*^TOD^C-T?«fi-*-*ik^J:»)fEJH'ffc#<» (48.8 mg. JR^ 68%)&#fc 

°HNMR (DMSO-de) 5 : 2.46(1H, dd, J=9.0, 16.5Hz), 2.68(1H, dd, J-5.4, 16.5Hz),3 
.62-3.72(lH, a). 4.18(1H, dd, J=6.9, 9.0Hz). 4.41(2H, br), 4.58(2H, br),4.68(lH. 

t, J=9.0Hz), 5.06(2H, s), 6.44-6.48(2H, m), 7.10(1H. d. J=7.5Hz),7.16-7.36(10H, 

m), 7.48(4H, s) Q 

mmn 97 [6- ( 14- [«-7x- ;v-i- tr^ 9 * * #- ^ * > *i * * -»-2. 3- 

[ftl7 6] 




IR^ 30%o MS (ESI+,m/e) 473 (M+1) D 

UiliE#2 004-3057477 



2004-139144 



^-vl 91/ 



[0 14 7] 

Hife$l9 8 (6-|2-[4-(^7i-^^^;l/)-l-lf^7v-;U]^h^->t-2 I 3-> ? H Kn-l- 

^>'/7 7>-3-'f;v)Si2h'; y)V*v&wa& 



Utl 7 7] 




1R$ 79»o MS (ESI+,m/e) 473 (M+l)o 

^-3--f Mmm. 

iitl 7 8] 




OH 



iR^S 48% 0 MS (ESI+.m/e) 379 (M+l)o 

mmn 100 (6- i [8- > * * * -» * s rva, 2-a] tr v ->* > -2- * ^ b * -> 1 -2, 

Htl7 9] 




iR^ 23% 0 MS (ESI+,m/e) 431 (MH + ) C 

mmm 101 (6- i3-c(4- - -> 7 y -4- e 7 ^ - >j ;v) t^^yo^yi -2, 3- v ^ k 0-1 



Ufcl 8 0] 




W 37%o MS (ESI+,m/e) 430 (M+1) Q 

%mm 1 0 2 4-[4-(3-|[3-(*JV^y^f^-2,3-yt Kn-l-^>/7 7^-6-^JV] 



tBiiEift 2004-3057477 



mm 2004-139144 



^-v : 92/ 



[ft 1 8 1 ] 




JBUfJ 9%o MS (ESI+,m/e) 465 (M+l)o 
[0 14 81 



Kb 1 8 2 ] 




IIP?* 48»o MS (ESI+,m/e) 454 (M+l)c 

1 0 4 (6-|[4-(lH-fcT7 V-;wi-^;l/)^<>^^]^^->l-2,3-vt: Kn-l-^> 

[ft 1 8 3 ] 




IR^S 609t o MS (ESI+.m/e) 351 (M+l) e 

mmm 105 (6-1 [4- (ih~< 5 9 v- ;v-i- -r ;v) * > v * * -> 1 -2, 3- *j u-n -1-^ 

[ft 1 8 4 ] 




Jfc* 12Xo MS (ESI+,m/e) 351 (M+l) c 

yV7 7>-3-^;v)W 



tt5liE#2 004-3057477 



#120 0 4-139 144 



^-v : 93/ 



[ft 1 8 5 ] 




JR^ 10*„ MS (ESI+,m/e) 352 (M+l)o 

nmm l 0 7 (6-|[4-(lH-l,2,4-h 'J TV-fr-l-l fr)'<-> 9 J*''\***A-2.$-Vlz Kn 
[ft 1 8 6 ] 




JRsp 13*o MS (ESI+,m/e) 352 (M+l)» 
[0 14 9] 

glfcffll 1 0 8 [6-(|3 T 5-y> h + y-4-[(5-^fJV-2-7x-)H3-t^ft7-^-4->f 
f^fy]^>^Ht*y)-2,3-yK Kn-i-'<> , /77>'-3-'f^]fti 
[ft 1 8 7 ] 




J|X^ 59% 0 MS (ESI+,m/e) 532 (M+1) D 

HJ&^IJI 0 9 |6-[(5-7iiM^f^)t*y]-2,3-yt FO-l-^>*/7 7 ^ 
[ft 1 8 8 ] 




65%o MS (ESI+,m/e) 341 (M+l)o 
mtfcMl 1 0 (6-|3-[4-(3-^nn-7i^;l')-l-^7v-^]7'n*-^i/|-2,3-v ? li K 

n-i-^<>V7'5>-3-<;U')TO2h V 7 ;i/;*-n 



tliliE#2 004-3057477 



#12 004-139144 



*- 9 J : 94/ 



[it 1 8 9 ] 




JR* 30% o MS (ESI+,m/e) 431 (M+l) c 

Hifcfl) 1 1 1 |6-[(l-^^^^-lH-^ ^ ^V-;V-2-^ h *->]-2,3-i/ Kn-l-^ 
Kb 1 9 0 ] 




JR* 25%o MS (ESI+,m/e) 365 (M+l)o 

mmmi 1 2 (6-|[5-(2-^ h+y?!-*)-^,^**'/*!'/-^^*)^ h*-> 
I -2, 3-v* t Ko -1-^ , /V7 7>-3-'f^)ii 
Mb 1 9 1 ] 

H 3 C S 

o 




JR* 69%o MS (ESI+,m/e) 383 (M+l) 0 
10 15 01 

1 3 (6-j[5-(4-p< hte/7xi*)-l,2,4-*#t?'7 , /-A'-3-'f*]> 
1-2,3- 5? l;KD-i-^>77 7>-3-'f;v)fti 
Mb 1 9 2 ] 




50%o MS (ESI+,m/e) 383 (M+l)» 
mMWl 1 4 |6-[(5-7^*-l,2,4-**-*> f Ty-;W3-'f * b **]-2. 3-^ t K 



ttSiE# 2004-3057477 



#02 004-139144 



*-S>: 95/ 



[ft 1 9 3 ] 




JRsp 67%o MS (ESI+.a/e) 353 (M+l)» 

mmmi l 5 [6-(3-7xy^->yn^ + y)-2,3-yt Kn-i-^>77 7V-3-^ 
[ftl9 4] 




JR* 23Xo MS (ESI+.a/e) 329 (M+l) e 

1 6 (6-|[2-(4-^nn7x^)l/)-l,3-f7V-W-'f*]^ h * v| -2, 3-v 

[ft 1 9 5 ] 




JR^s 50% o MS (ESI+,m/e) 402 (M+l)o 

nmWl 1 7 [6-(4-7x; + v7 h^fy)-2,3-vt Kn-l-^> 77 7 V-3-W /lOttH* 
[ft 1 9 6 ] 




W 37%o MS (ESI+.m/e) 343 (M+l) e 

HifetfOl 1 8 (6-l2-*^rV-2-[4-(l-tfni; v-;v)7i^;i/]J-b*v|-2.3-vfc Kn- 
M>V77 >-3-^f;v)iSh 'J 7;vtDftSS 

[ft 1 9 7 ] 




ffiKE# 2004-3 0 57477 



#B 2 0 0 4- 1 3 9 1 4 4 : 96/ 

JRap 36% 0 MS (ESI+,m/e) 382 (M+l) 0 
[0 15 1] 

mmm 119-140** xftrnw 142-152 izizmnit&mtfmvi huh 

fttfcfll 1 9 |6-[(4-r F + y^^Wt*v]-2,3-yt Ka.i-^>V7?>-3-^ ;v 
I TO 

[-ft 1 9 8] 




OH 



M 17Xo MS (ESI+,m/e) 357 (M+l)o 

ii«i2 0 (6-|2-[[4-(* h * y * - ;v) 7 x - (> f Ji') 7 ? / ] x h + y I -2, 
3-yt Kn-M>'/7? ^-3--f ^)SBIb U 7^*nSKfi 
[ft 1 9 9 ] 




JR^ 23% 0 MS (ESI+,m/e) 386 (M+l)„ 

HJfe®ll 2 1 (6-|2-[(6-P« b^rv-2-7i-;W4-tf'; ?-7;^)f t]xF + y|-2,3-y* 
li Hn-l-'*>:/7?>-3-<f 
[ft2 0 0] 




JRJp 3% Q MS (ESI+,m/e) 439 (M+l)o 

%jfe0ll 2 2 [6-(2-|5-[(4-tf'J > ? -;i/^'?-;l/)^^-]-iH-'r h^V-^-M /H J. 
y)-2,3-yt Kn-i-^y V7 7 >-3-^f ;v]S^ b U 7iu*vWr9t& 



miE# 2004-3057477 



#0, 2 0 0 4 - 1 3 9 1 4 4 



^-v: 97/ 



[ft 2 0 1] 




3% 0 MS (ESI+,m/e) 414 (M+l)o 
$jfcttl 2 3 (6-|[3-(4-7*^>V7^-^)-2-**V-l,3-**^/V ->*>-5-^ 
h ^ ->| _2, 3- v t: Ka-l-^>'/7 5 >-3— f ;W)f^® 

[ft 2 0 2 ] 




JR2$ 42% 0 MS (ESI+,m/e) 412 (M+l)o 

Hifetffll 2 4 (6- 1 [3-^ f ^-4-(2, 2, 2- h 'J 7 D x h ^ y)^e 'J y-^] ^ 
|.2,3-yt Kn-l-^>'/75>-3-'f;V)»Sh , J "7 ^ * P Bl^it 
[ft 2 0 3 ] 




OH 



JlX^s 29%o MS (ESI+,m/e) 398 (M+l) 0 
[0 15 2] 

mmmi 2 5 (6-|[(2E)-3-(5,6,7,8-:r h 9 H Kn-2-^7 9 V-fc)-2-77- 
**v|-2,3-vfc: Ko-l- / <>'V7 7>'-3-'f 
[ft 2 0 4] 




J0U£ 43% 0 MS (ESI+,m/e) 379 (M+l)o 

mMM \ 2 6 |6-[3-(4-->^n^s^->;U-7x/^-»7'n*-^->]-2,3-v»i K°-l-^> 
^•7 7>-3-J 



mUW 2004-3057477 



!%m 2004-139144 



: 98/ 



[ft2 0 5] 




JRsp 5%o MS (ESI+.m/e) 411 (M+l)o 

Hife^ 12 7 (6-|[4-(lH-l,2,3- b >J T^-^-M v*]** v!-2,3-vt Kn 

Ht2 0 6] 




JR?fS 64% 0 MS (ESI+,m/e) 352 (M+l)<, 

l 2 8 |6-[(5-:7 i^-lH-e? V-*^Z-<t b *->]-2,3-->*fc Kn-l-^> 

[ft2 0 7] 




W 7% 0 MS (ESI+,m/e) 351 (M+l)o 

$kMmi 2 9 (6-|[5-(4-7^* O 7xi^)-l-> f JU-lH-li? '/-*-3-f ^3^ b*-> 
1-2,3- v tKn > V 7 7 > -3- -f ;V ) fttt 
Mb 2 0 8 ] 




43% 0 MS (ESI+,m/e) 383 (M+l) 0 
1-2,3-yt: Kn-i-^y/7?>-3-'fA')*» 



ffitE4f 2004-3057477 



2004-139144 



^-vl 99/ 



[ft 2 0 9] 




JR^ 13% 0 MS (ESI+,m/e) 383 (M+l)o 
[0 15 3] 

3 1 |6-[(4-7i-*-1.3-*7*/-*-2-'f b^v]-2,3-vt: 

y-z-4 Mm 

at 2 1 o] 




W 37% 0 MS (ESI+,m/e) 368 (M+l)„ 

13 2 (6- 1 [2- (4- 1? 'J i?i^)-l,3-f7 , /-W-'f^]^ h*v|-2,3-vfc Kn 

Mb 2 l i] 




JR^ 19%o MS (ESI+.m/e) 369 (M+l) D 

mmWl 3 3 (6-l[2-(2-7'J;V)-l,3-^T < /-^-4--f Ml* Y *zs\-2,3-i?K Kn-1- 
MHMft 

[ft 2 1 21 




i|3U£ 16Xo MS (ESI+,m/e) 358 (M+l) e 

l 3 4 (6-IWxs*).i l 3-f7 , /-*-4-'f*]f b*v|-2,3-vt: Kn-l 

7 > -3- ;v ) ft® 



ffi|iE#2 004-3057477 



iff® 2004-139144 



s<-Pl 100/ 



HE 2 1 3] 




Um 45%o MS (ESI+.m/e) 374 (M+l)o 

mmm 13 5 |6-[(4-*na-i-^>l/-2--7*-;l'-lH-'f 5 yZ-^-S-'f b*v] 
Mb 2 14] 




JRsp 41Xo MS (ESI+,m/e) 399 (M+l)o 
[0 15 41 

3 6 (6-|[4-(4-^nn7*-^)-5-^^-l,3-*^-9-V-^-2--f^]> }• * 
v|-2,3-vt Kn-l-^^V7 7>-3-'f)l')Si 
[ft 2 1 5] 




Vm 40% o MS (ESI+,m/e) 400 (M+l) 0 

$ZMmi 3 7 |6-[2-(2--7i~;i'-lH-'r 3 / , /-*-4-'f h *M-2,3-J'i: Kn-1- 
Mb 2 1 6] 




JR* 39% 0 MS (ESI+,m/e) 365 (M+l) e 

nmmi 3 8 (6-|[5-(4-^nn7*s*)-l,3-*tt , /-*-*-'f*]^ b^rvt-2,3-^ 



tBEE# 2004-3057477 



#H 2004-139144 



5> : 101/ 



[it 2 1 7) 




W 52Xo MS (ESI+,m/e) 386 (M+l) 0 

$mWl 3 9 (6- 1[5-(4-7 )H o 7 x - 2,3-f 7 ^7 7-;M-^f fl']* 

2,3-^t: Kn-l-^>V7 7>-3--f 
[ft 2 1 8] 




1R*P 15%o MS (ESI+,m/e) 387 (M+l)o 

lft«l 4 0 |6-[(l,5-v r 7^-;V-lH-evV-;V-4-'f fr) * h*v]-2,3-vfc Ko-1- 
{itZ 1 9] 




JR^ 52% 0 MS (ESI+,m/e) 427 (M+l)o 
[0 15 5] 

%mn 1 4 1 |6-[3-(l-^;u-lH-f y y-^-Z-H ^)7n*'+y]-2,3-yt Kn-i-^ 
Ut2 2 o] 




[Igl] PS-h 7i-HX7-f >Wh (T/urf/- Ht*, 2.12mmol/g) (200 mg, 

ttitE#2 004-3057477 



#M 2004-139144 



s>: 102/ 



0.42 mmol) OTHF (1.5 mL) (6-t Kn*->-2,3-S>fc KD-l-^> 77 7 >-3- 

-f ^ffisBfc^MSO mg, 0.14 mmol) OTHF (0.5 mL) j#f£&*nx.-C^®"e 15 £"H}gi: 
•9 L£ 0 v7V'v#;t'**>&->'-tert-7'^;t' (60 mg, 0.34mmol) £r#nx."C|IS."C$ h \~ 
20 frfflMto Lfco Z-{l-rf-)V-m-iV Ar)-?us1>-l-*-fr (42 mg, 0. 

18 mmoDOTHF (0.5 mL) TSaL"C 18 mmMti Ltz 0 S$Si:y^n^ 

(1.5 mL) *i«lx.'C/5»* ! S:%*Lfco %aSrGeneVaca't*»WC*Eft«8Lfc 

°[Ig2] *§fe*lfc&JS»*.* 9J-fr (2 mL) fc»»U 1M T^lb^ Hl"7^7k?&?£ 
(0.25 mL, 0.25 mmol) SrJnx.. 18 #W«*PLfc. K«C 1 M la^^iDxTM 

14 i: L7tti. v?nn^?>(2iiL) -effltB L£ 0 &GeneVadt'friftl8^©fi£ffiji 
»Lfc„ »9**»WffLC"T?»*-r4Ck»CJ:9Sai'ft'S-* (26.9 mg, JRsp 47*)*»fc 

°H NMR (CDCh) S I 0.9K3H, t, J=7.4Hz), 1.25-1.37(21. m), 1.72-1. 82 (2H, m), 2.1 
1-2.20(2H, m), 2.62(1H, dd, J=9.5, 16.7Hz). 2.82(1H, dd.J-5.1. 16.8Hz), 2.92(2H, 
t, J=7.4Hz), 3.76-3.85(lH, m), 3.95(2H, t, J=6.2Hz),4.05(2H, t, J=7.4Hz), 4.28( 
1H, dd. J=6.0. 9.0Hz), 4.76UH, t, J=9.0Hz).6.39-6.45(2H. m), 6.88(1H. s). 7.02- 
7.32(4H, m), 7.59(1H, dd, J=0.9, 7.8Hz)o 

mmmi 4 2 [6-(|6-[2-(5-^^;V-2-7^-;Wl,3-^^^7-^-4-f *)xK->]-3 
-\Z*)*J-M* h*v)-2,3-^fc Kn-l-^ > W ? >-3-4 )V\Wm 
Mb 2 2 1] 




OH 



IR^ 37% 0 MS (ESI+,m/e) 487 (M+1) Q 

mmmi 4 3 [6-(|2-[(5-^^;V-2--7^-^_i,3-*^-9-^-^-4-'f >!/)> h*-/]^ 
V s ;u I * * ~» -2, 3- S J t K n -1-^ >V7f >-3-^)V] 
Ht2 2 2] 




iR^ 53Xo MS (ESI+,m/e) 472 (M+l) Q 
10 15 61 

miMffll 4 4 [6-(|4-[(4-7*-/U-l,3-f-Ty-A'-2-'f flO* h^Vl^O^*!**^ 
)-2,3-^H Kn-l-^>77 7>-3-'f^]iiE 



m§E# 2004-3057477 



1$m 2004-13 9 144 



^-v: 103/ 



[ft 2 2 3] 




HMo MS (ESI+,m/e) 474 (M+l)o 
£MW1 4 5 [6-(3-f4-[(4-7i-;V-l,3-^TV-;V-2-'f h*y]7x-;l'|7'o 

[ft 2 2 4] 




J|X^ UXo MS (ESI+,m/e) 502 (M+1) Q 

mfaWl* 6 [6-(|4-[4-(h'J7JV*n^ffl/)7x-Jl/R3-f7 , /-/l/-2-'f^M h 
* v ) -2, 3- >' t K n -l-^ v-/7 7V-3-'f rt' J l^Bft 
[ft 2 2 5 ] 




JR^ 18X 0 MS (ESI+.m/e) 436 (M+l)» 

mmmi 4 7 (6-|[(2S)-2-(i^>v^7S J)-*-? *-A'-7u\£A>-\**i,\-2,Z- : yK 
[ft 2 2 6] 




JRsfs 14«o MS (ESI+.m/e) 508 (M+l)„ 

mmmi 4 8 |6-[3-(v^>v>/l/7 3 #*3/]-2.3-3>fc Kn-l-^V/77>-3- 



ffitE# 2004-3057477 



&EB 2004-139144 



^-v: 104/ 



Ut2 2 7] 




OH 



!R5£ 66Xo MS (ESI+.m/e) 432 (M+1) D 

MMWl 4 9 [6-(3,3-y7i-;V/n-f+y)-2,3-yt Kn-l-^t> y*7 9 >-3-<f 
KM 

[-ft 2 2 8] 




JR^ 46% 0 MS (ESI+,m/e) 389 (M+l)o 
[0 15 7] 

MMMl 5 0 |6-[2-(y^>y'JV7 5 h^fy]-2,3-yt Kn-M^^?^-^ 
[11:2 2 9] 




OH 



JR^ 58Xo MS (ESI+,m/e) 432 (M+l) 0 

mmmi 5 l (e-ICQR^SM-^^^TS^v^n^v/l/M b*->|-2,3-v't: K 

Hb2 3 0] 




12Xo MS (ESI+,m/e) 396 (M+l)o 
mmn l 5 2 |6-[2-(5-^^;i/-2-7i-^-l,3-*^-9-v*-;u-4-Y;i/)ib^v]-2,3- 



mtE# 2 004-3057477 



004-139144 



^-v: 105/ 



Mb 2 3 1] 




OH 



70% o MS (ESI+,m/e) 380 (M+l)o 
[0 15 8] 

%mm \ 5 3 |(2R)-6-[(5-^f-^-2-7*-;wi,3-^-^^V->'l'-4-'f;V)^ h^yR 
2,3, 4- r h7t Knt7? l^>-2-- 
Hb2 3 2] 

XXXa c 



OH 



1 £ «t VllifiW 6 fcra»fcfC, [(2R)-6-t: Kn*y-l,2,3,4-fh7t Kn 
■f7 *? U>-2-4 WWfifc* f-fr&S: TM-(9 n a ^ *-A0-5-> *-/U-2-7 x^^-1,3-*^ 

MS m/z 378 (MH + )c 

fSttfll 5 4 [(2R)-6-(|3-^f-;i'-l-[5-(h 'J 7 fr*u *J> -2-4 A>]-m-\£ 

yV-)V-l-4 M * h*y)-l,2,3,4-f h?K Kn + 7^W-M*]»i 
Ut2 3 3] 



"OH 



8 J3 J: tf&ifcfl 6 fcHiCL-C, [(2R)-6-K b*n#y-l,2,3,4-f h5t K°t 
-7? vy-2-4 frlffl&tf-frSi XZf |3->^^-l-[5-( MJ 7;v*n^^;v) fci'J iS>-2-4 
)U]-m-\£'?V-)i>-4-4 M * 9 J -;v^*Bft^£$lfefWJI t LT#fe. JDUP 53 

MS m/z 446 (MH*) 

mmWl 5 5 ((2R)-6-i[4-(->^n7 p ne;l/^ h *->)^V-;?;l/|:t-*y|-l,2,3,4--r h 
7t Knt7^l/>-2-'f;i')^i 
[<t2 3 4] 




ftttfl 8 £ £ tfHttffl 6 fcH*fcLT\ [(2R)-6-t: Kn*y-i,2,3,4-f b 7 K Kaf 
7 * V >-2-^" )W]WrV&* ^)ViS X V s [4-( v ^y)7x-^]^/- 

l H NMR (CDCb) 5 : 0.32-0.37(2H, m), 0.61-0.68(2H, ■), 1.21-1. 34 (1H. m), 1.42-1. 
55(1H, m), 1.94-2.03(1H, m), 2. 21-2.33(1H, m). 2.41-2. 50 (3H, m), 2. 79-2. 91 (3H, m) 
, 3.80(2H, d, J=7.0Hz), 4.94(2H, s), 6.69(lH.d, J=2.5Hz), 6.74(1H, dd, J-8.3, 2. 

aJRE4#2 004-3057477 
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s<-P : 106/ 



5Hz), 6.90(2H, d, J=8.7Hz), 6.96(1H, d,J=8.3Hz), 7.33(2H, d, J=8.7Hz) 0 



[0 15 9] 

1) %mMl<Oit&® 3 Omg 

2) »*t^n-^ 1 Omg 

3) $tlt 1 9mg 

4) XfT'Jl'fv^r/^A lmg 

it 6 Omg 

±ED . 2) s 3) azxfA) £*S£-lt, r-t/wcasWI-*,, 

(fiiOll£) 

1) H»«10ft*» 3 Og 

2) ?L*§ 5 Og 

3) h^tn^yf'/^ 1 5g 

4) il)\>y$*c s s * s f-1i>*Lfoxi-7s1}fc\/*j A 4 4g 

5) Xt-TV >Bt7^*5">A lg 



1 0 0 0S ft 1 4 Og 
_L!E1) , 2) ^^^3) 3 0 g<04) i:S:^Ct?||^U SElt* 

1 4 g<£>4) isit^l g©5) fca-frU *T««UJ: >)*rtl1-*o £ 
©i^CU, l*£*;fe9ISifc«10fl;£-!»3 Omg 1 0 0 0MS o 

[0 16 0] 

ggffctil 1 t h E&*G P R 4 0 Citi"* jt*«'fb**«>E C s o *OftJ6 

ECs o mo&teVHtK hfi*GPR4 0 ^^IL/:CH0»ft*ffl^ o #K 
E«j&**SV»|Rg ijtf,OCH01»li 1 0 %4^BJfiLiit (Invi trogen) ^ 
tr « -MEMM (Invi trogen) *Jflv»Tiff*Lfco 

Ty-fe'ftfrBCx mi3>yjux.y h Kfc&tT-ig* L PBS (Invi t. 
r o g e n) Srffl^T'J >X Lfclfc, 0. 05%Trypsin - EDTAit ( I n v 
i t r o g e n) SrffiVCM**U ^m^^XEULtZo % h ti1zfflM<om*MfeL , 
MlmL^fcl) 3 x 1 0 5 m<omB^t ft2> £ 7 Cflit < Black w e 1 1 e 
d 96 -well plate (coster) tz I7z$>tz<0 1 0 0 /* L-fo#&?&, 

co 2 t&mmzx-mQmLtzo c «o i ^ en l^c h oactt^it > 

iJDU i<0^<Offlfl&F*3*;W->^ Ajfcj£tf>ggI&&F L IPR (Molecular Dev 
*1\ *BJ&fc*#fe*F 1 uo3-AM (DO J IN) ^Mir^izib. £&v^±FL 

i pRT^-b^ ^ffdititrn^mia^is^-r^Tt^^T^-fe-r/^^ 7?-4:Ml^ hb 

SS (Invitrogen, lflOOmL) KIM HEPES (pH 7.4. (D 
OJ IN, 2 0mL) fciniLfc** (&T> HBSS/HEPESI«) 7*n-<^^ 
K (Sigma, 710mg) * 1 N NaOH (5m L) fc»«Hft* 5«>CHBSS/ 
HEPES?#?g (5mL) £ Jnx.T^ t (1 OmL) fcaSJnU :«7-; 
•fe^y 77-t L£ 0 ^CKF 1 u 0 3 -AM (5 0 M g) tJ>^f W***?' K (W 
a k o. 2 1/a L) C»L, $&K«©2 0%^n^Bt (Molecular P 
robes) SriDx-S^ft, *I&lBlfiL» (105/.L) fcj&iflLfcT •y-t'f /** 7 r- ( 
10. 6mL) i:M, ttt*ilI*l«L^ 77-t^fBCBl ack well 
ed 9 6-well p 1 a t e Ci $ fc£ LtzC H Olffllg«>Jgtt«:IK§. Itt^K** 

1 oioo A L-fo^i^ c 0 2 «t»ct 1 b*hmu aiacs 

FLIPRCty VLtZo tKV& > "f»& , »illCDMSO*lv»T#RU *°'jynfc? 
l^y^9 6 -we 1 1 plate (tV^/V- H C2/< lfo^S, -2 0° C 
Lfco »SLf:tV7'Jl'7'l^- M^O. 0 1 5%CHAPS (DO J IN) A 
07 , ?t'fA'777- ; rl 9 8 M 1-fogsjpL, «Bfl&7*P- hci^CFL I PRC-fey 

mm® 2 004-305 7 4 77 
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h Ltz 0 VX±.<D-m&W.*MLtz'&, FL I P R i: t^t^tt > * 

[0161] 
[f£ll 



GPR40 ^^-rsg^^lBP®!^ 




EC S0 (nM) 




<100 


MMM l l 


<100 


1 3 


<100 


mmm 1 5 


<100 


^JS^I 1 7 


<100 


1 9 


<1000 


mnm 2 1 


<1000 


1^002 5 


<1000 


mmm3 3 


<100 


HJSFD3 5 


<100 


HJfcflU 7 


<100 


H«J5 8 


<100 


««a|6 6 


<100 


m-mm7 0 


<100 


7 2 


<100 


nj£#y7 3 


<1000 


HiS^i 7 5 


<100 


H^J 7 8 


<100 


USS^J 1 2 5 


<1000 



[0 16 2] 

#fa9Hfrfr» t±. mtitz g p r 4 0 ^m-wmmmm^m zmu << >x 

HiSE#2 004-3057477 



#12004-139144 



v : i/E 




SUttS&fc«jfeS*t-cv»-cfe *v»J| (fit, iflif7y-JK **-9-V-;K 4 5^ 

Xa£ i OTbiiM LT, fctt^ttOJKiPJfc&nfcv* L5fi3<75*^ — 9— 

XcJiO, S0*7tl±S02 4-, 
[it 2] 

^Bf±5&v>L7.RS&> 
Xd(i^# N CH££fiCH 2 £. 
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